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GLUCOTROL XL° (gllplzlde) Extended Release Tablets For Oral Use
Brlel Summary ol Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control ol hyperglycemia and its associated
symptorratolcrjy in p3t;cr.ts \v,th non-insulin-dependent diabetes mellitus (NIDDM; type II), formerly knoan as maturity-onset diabetes, after
an arjqinls trial of d:t!3iy therapy has proved unsatisfactory.
CONTRAINDICATIONS: Glip&da is contraindicated In patients with: 1. Know fiypersensitivity lo the drug and 2. Diabetic ketoacidosis, with
or iv.lhsut corra This condition should be treated with insuiin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: Tha 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.

As with any other non-deformabte material, caution should be used when administering GLUCOTROL XL Extended Release
Tablets In patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of
obstructive symptoms in patients with known strictures in association with the ingestion of another drug in this non-
deformable sustained release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacokinetics and/or pharrracodynamics of glipizide may be affected in patients
w.th impaired renal or hepatic function. If hypoglycemia should occur in such patients, it may be prolonged and appropriate management
should be instituted.
Gl Disease: Markedly reduced Gl retention times of the GLUCOTROL XL Extended Release Tablets may influence the pharmacokinetic profile
and hence tha clinical efficacy of the drug.
Hypoglycemia: All suifonyfurea drugs are capable of producing severe hypoglycemia. Renal or hepatic insufficiency may affect the
disposition of glipizlda and the latter may also diminish gluconecgenic capacity, both of v.ttich increase the risk of serious hypoglycemic
reactions. Elderly, debilitated or malnourished patients, and those w.th adrenal or pituitary insufficiency are particularly susceptible lo the
hypoglycemic action of glucose-tar ing 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 ot Blood Glucose: When a patient stabilized on any diabetic regimen is exposed to stress such as lever, trauma, infection,
or surgery, a loss ol control may occur. At such times, it may be necessary to discontinue glipizide and administer insulin.

Adequate adjustment ol dose and adherence to diet should bs assessed before classifying a patient as a secondary failure.
Laboratory Tests: Blood and urine glucose should be monitored periodically Measurement ol hemoglobin Al(- may be useful.
Information lor Patients: Patients should be informed that GLUCOTROL XL Extended Release Tablets should oe swallowed whole. Patients
should not chew, divide or crush tablets Patients should not be concerned if they occasionally notice in their stool something that looks like a
tablet. In the GLUCOTROL XL Extended Release Tablet, the medication is contained within a nonabsorbable shell that has been specially
designed to slowly release the drug so the body can absorb it. When this process is completed, the empty tablet is eliminated Irom the body.

Patients should be informed ol the potential risks and advantages of GLUCOTROL XL and of alternative modes ol therapy. They should also
be informed about the importance ol adhering to dietary instructions, ol 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 lo patients
and responsible family members. Primary and secondary failure also should be explained.
Orug Interactions: The hypoglycemic action of sulionylureas 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 vilro binding studies w.th human serum proteins indicate that glipizide binds differently
than tolbutamide and does not interact with salicylale or dicumarol. However, caution must be exercised in extrapolating these lindings to the
clinical situation and in the use of glipizide with these drugs.

Certain drugs lend to produce hyperglycemia and may lead to loss ol control. These drugs include the thiazides and other diuretics,
corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium
channel blocking drugs, and isoniazid.

A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether
this interaction also occurs with the intravenous, topical, or vaginal preparations of miconazole is not known. The effect of concomitant
administration of Di t taarr (liuconazole) and Glucotrol has been demonstrated in a placebo-controlled crossover study in normal volunteers.
All sub;ects received Glucotrol alone and following treatment with 1CO mg of Dillucan' as a single daily oral dose for 7 days. The mean
percentage increase in the Glucotrol AUC after fiuconazole administration was 56.9' i (range: 35 to 81 °'*).
Carclnogen8Sls, Mutagenesls, Impairment ol Fertility: A tv.enty month study in rats and an eighteen month study in mice at doses up
to 75 times the maximum numan dose revealed no evidence of drug-related carcinogenxity. Bacterial and in v/romutagenicity 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: Glipizide was lound 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 pharrracologic (hypoglycemic) action o! glipizide. In studies in rats and rabbits no teratogenic elfects were lound. There
are no adequate and well controlled studies in pregnant women. Glipizide should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus

Many experts recommend that insulin b3 used during pregnancy to maintain blood glucose levels as close lo normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia (4 lo 10 days) has been reported in neonales born lo mothers who were receiving
a sullonylurca drug at the time of delivery. This has been reported more frequently with the use of agents with prolonged hall-lives. II glipizide
is used during pregnancy, it should be discontinued at least one month belore the expected delivery date.
Nursing Mothers: Although it is not known whether glipizide is excreted in human milk, some sullonylurea drugs are known to be excreted
in human milk. A decision should be made whether to discontinue nursing or to discontinue the drug. If the drug is discontinued and it diet

alone is inadequate for controlling blood glucose, insulin therapy should be considered.
Pedlatric Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of the total number of patients in clinical studies ol GLUCOTROL XL", 33 percent were 65 and over. No overall differences in
effectiveness or safety were observed between these patients and younger patients, but greater sensitivity of some individuals cannot be ruled
out. Approximately 1-2 days longer were required to reach steady-state in the elderly. (See CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION).
ADVERSE REACTIONS: In U.S. controlled studies the frequency of serious adverse experiences reported was very low and causal
relationship has not been established.

The 580 patients from 31 to 87 years of age who received GLUCOTROL XL Extended Release Tablets in doses from 5 mg to 60 mg in both
controlled and open trials were included in the evaluation ol adverse experiences. All adverse experiences reported were tabulated
independently of their possible causal relation to medication.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.

In double-blind, placebo-controlled studies the adverse experiences reported with an incidence of 3% or more in GLUCOTROL XL-treated
patients (N=278) and placebo-treated patients (N=69), respectively, include: Asthenia - 1 0 . 1 % and 13.0%; Headache - 8.6% and 8.7%;
Dizziness - 6.8% and 5.8%; Nervousness - 3.6% and 2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%; Flatulence - 3.2% and
1.4%.

The following adverse experiences occurred with an incidence of less than 3% in GLUCOTROL XL-treated patients: Body as a whole - pain;
Nervous system - insomnia, pareslhesia, anxiety, depression and hypesthesia; Gastrointestinal - nausea, dyspepsia, constipation and vomiting;
Metabolic - hypoglycemia; Musculoskeletal - arthralgia, leg cramps and myalgia; Cardiovascular - syncope; Skin - sweating and pruritus;
Respiratory - rhinitis; Special senses - blurred vision; Urogenilal - polyuria.

Other adverse experiences occurred with an incidence ol less than 1 % in GLUCOTROL XL-treated patients: Body as a whole - chills;
Nervous system - hypertonia, contusion, vertigo, somnolence, gait abnormality and decreased libido; Gastrointestinal - anorexia and trace
blood in stool; Metabolic - thirst and edema; Cardiovascular - arrhythmia, migraine, Hushing and hypertension; Skin - rash and urticaria;
Respiratory - pharyngitis and dyspnea; Special senses - pain in the eye. conjunctivitis and retinal hemorrhage; Urogenital - dysuria.

There have been rare reports of gastrointestinal irritation and gastrointestinal bleeding with use of another drug in this non-delormable
sustained release formulation, although causal relationship to the drug is uncertain.

The following are adverse experiences reported with immediate release glipizide and other sulionylureas, but have not been observed with
GLUCOTROL XL:
Hematologlc: Leukopenia, agranulocytosis, thrombocylopenia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported
with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like reactions have been reported with sulionylureas. In the mouse, glipizide pretrealment did
not cause an accumulation of acetaldehyde after ethanol administration. Clinical experience lo date has shown that glipizide has an extremely
low incidence of disulfiram-like alcohol reactions.
Endocrine Reactions: Cases of hyponalremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion have been
reported with glipizide and other sulionylureas.
OVERDOSAGE: Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of consciousness or neurologic findings
should be treated aggressively with oral glucose and adjustments in drug dosage and/or meal patterns. Close monitoring should continue until
the physician is assured that the patient is out ol danger. Severe hypoglycemic reactions with coma, seizure, or other neurological impairment
occur infrequently, but constitute medical emergencies requiring immediate hospitalization. II hypoglycemic coma is diagnosed or suspected, the
patient should be given rapid intravenous injection of concentrated (50%) glucose solution. This should be followed by a continuous infusion ol
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 lor a minimum ol 24 lo 48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance ol glipizide from plasma
may be prolonged in persons with liver disease. Because of the extensive protein binding ol glipizide, dialysis is unlikely lo be ol benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen lor the management of diabetes mellitus with GLUCOTROL XL
Extended Release Tablet or any other hypoglycemic agent.

In general, GLUCOTROL XL should be given with breakfast.
Recommended Dosing: The recommended starting dose of GLUCOTROL XL is 5 mg per day, given with breakfast. The recommended dose
for geriatric patients is also 5 mg per day.

Dosage adjustment should be based on laboratory measures of glycemic control. While lasting blood glucose levels generally reach
steady-state following initiation or change in GLUCOTROL XL dosage, a single fasting glucose determination may not accurately reflect the
response to therapy. In most cases, hemoglobin A1C level measured at three month intervals is the preferred means ol monitoring response to
Iherapy.

Hemoglobin A H ; should be measured as GLUCOTROL XL therapy is initiated at the 5 mg dose and repeated approximately three months
later. II the result ollhis test suggests that glycemic control over the preceding three months was inadequate, the GLUCOTROL XL dose may be
increased to 10 mg. Subsequent dosage adjustments should be made on the basis of hemoglobin A , c levels measured at three month
intervals. If no improvement is seen after three months ol therapy with a higher dose, the previous dose should be resumed. Decisions which
utilize fasting blood glucose lo adjust GLUCOTROL XL therapy should be based on at least two or more similar, consecutive values obtained
seven days or more after the previous dose adjustment.

Most patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up to the maximum
recommended daily dose of 20 mg. While the glycemic control ol selected patients may Improve with doses which exceed 10 mg. clinical
studies conducted to date have not demonstrated an additional group average reduction ol hemoglobin A,c beyond what ivas achieved with the
10mgdose.
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TENURE-TRACK CLINICAL INVESTIGATORS
ASSISTANT PROFESSOR EQUIVALENT

The National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK) is searching for two Clinical Investigators in the
areas of Diabetology and Thyroidology (as specified below). Applicants should be licensed to practice medicine in the United
States, and must be eligible for credentials to practice medicine at the National Institutes of Health. Furthermore, the ideal can-
didate would be Board Certified in both the specialty of Internal Medicine and the sub-specialty of Endocrinology and
Metabolism. The extensive facilities of The Clinical Center will be available to carry out human studies. Candidates will be
encouraged to collaborate with laboratory-based scientists at NIH. If appropriate, laboratory resources may also be made avail-
able to the successful candidates. However, the focus of these positions will be primarily to carry out patient-based research. In
addition, the successful candidates will be expected to participate as faculty in the NIH Inter-Institute Training Program in
Endocrinology and Metabolism. Applicants are invited to send a curriculum vitae, bibliography, brief description of future
research plans (£1000 words), and names and addresses of three references to: DR. DEREK LE ROITH, CHAIRMAN, CLINICAL
INVESTIGATOR SEARCH COMMITTEE, NATIONAL INSTITUTES OF HEALTH, BUILDING 10, ROOM 8S235A, 10 CENTER DRIVE, MSC
1770, BETHESDA, MD 20892-1770.

Diabetes Mellitus and Obesity
The successful candidate will establish an independent program of patient-oriented research related to diabetes mellitus and/or
obesity. This position will be located in the Diabetes Branch, NIDDK. Current areas of research within the Diabetes Branch
focus upon the mechanisms of action of insulin and insulin-like growth factors, genetic factors predisposing to development of
noninsulin-dependent diabetes mellitus, physiology of leptin, and obesity. However, the candidate will be free to pursue any area
of research related to the areas of diabetes mellitus or obesity.

Thyroidology
The successful candidate will establish an independent program of patient-oriented research related to thyroid disease. This
position will be located in the Molecular and Cellular Endocrinology Branch, NIDDK. Current areas of research within the
Molecular and Cellular Endocrinology Branch include studies of the mechanisms of action of thyroid hormone, regulation of gene
expression, thyroid hormone resistance, TSH-secreting pituitary tumors, and thyroid cancer. However, the candidate will be free
to pursue any area of research related to the areas of thyroid disease.

NATIONAL INSTITUTES OF HEALTH
NATIONAL INSTITUTE OF DIABETES AND DIGESTIVE AND KIDNEY DISEASES

The NIH is an Equal Opportunity Employer
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Results that make a difference
The Diabetes Control and Complications Trial (DCCT)
outcomes suggest that careful diabetes control, using
frequent HbAk. measurements, can significantly
reduce the risk of complications.1
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The DCA 2000® Analyzer delivers accurate results in
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INDICATIONS AND USAGE

PRECOSE®, as monotherapy, is indicated as an adjunct to diet to lower blood glucose in patients with
non-insulin-dependent diabetes mellitus (NIDDM) whose hyperglycemia cannot be managed on diet alone.
PRECOSE® may also be used in combination with a sulfonylurea when diet plus either PRECOSE® or a
sulfonylurea do not result in adequate glycemic control. The effect of PRECOSE® to enhance glycemic
control is additive to that of sulfonylureas when used in combination, presumably because its mechanism
of action is different.
In initiating treatment for NIDDM, diet should be emphasized as the primary form of treatment. Caloric
restriction and weight loss are essential in the obese diabetic patient. Proper dietary management alone
may be effective In controlling blood glucose and symptoms of hyperglycemia. The importance of regu-
lar physical activity when appropriate should also be stressed. If this treatment program fails to result in
adequate glycemic control, the use of PRECOSE® should be considered. The use of PRECOSE® must be
viewed by both the physician and patient as a treatment in addition to diet, and not as a substitute for
diet or as a convenient mechanism for avoiding dietary restraint.

CONTRAINDICATIONS
PRECOSE® is contraindicated in patients with known hypersensitivity to the drug and in patients with
diabetic ketoacidosis or cirrhosis. PRECOSE® is also contraindicated in patients with inflammatory
bowel disease, colonic ulceration, partial intestinal obstruction or in patients predisposed to intestinal
obstruction. In addition, PRECOSE® is contraindicated in patients who have chronic intestinal diseases
associated with marked disorders of digestion or absorption and in patients who have conditions that
may deteriorate as a result of increased gas formation in the intestine.

PRECAUTIONS
General
Hypoglycemla: Because of its mechanism of action, PRECOSE® when administered alone should not
cause hypoglycemia in the fasted or postprandial state. Sulfonylurea agents may cause hypoglycemia.
Because PRECOSE© given in combination with a sulfonylurea will cause a further lowering of blood glu-
cose, it may increase the hypoglycemic potential of the sulfonylurea. Oral glucose (dextrose), whose
absorption is not inhibited by PRECOSE®, should be used instead of sucrose (cane sugar) in the treat-
ment of mild to moderate hypoglycemia. Sucrose, whose hydrolysis to glucose and fructose is inhibited
by PRECOSE®, is unsuitable for the rapid correction of hypoglycemia. Severe hypoglycemia may require
the use of either intravenous glucose infusion or glucagon injection.
Elevated Serum Transamlnase Levels: In clinical trials, at doses of 50 mg t.i.d. and 100 mg t i d . , the
incidence of serum transaminase elevations with PRECOSE® was the same as with placebo. In long-term
studies (up to 12 months, and including PRECOSE® doses up to 300 mg t.i.d.\ conducted in the United
States, treatment-emergent elevations of serum transaminases (AST and/or ALT) occurred in 15% of
PRECOSE®-treated patients as compared to 7% of placebo-treated patients. These serum transaminase
elevations appear to be dose related. At doses greater than 100 mg t.i.d., the incidence of serum
transaminase elevations greater than three times the upper limit of normal was two to three times higher
In the PRECOSE® group than In the placebo group. These elevations were asymptomatic, reversible,
more common in females, and, in general, were not associated with other evidence of liver dysfunction.
In International post-marketing experience with PRECOSE® in over 500,000 patients, 19 cases of serum
transaminase elevations > 500 Ill/L (12 of which were associated with jaundice) have been reported.
Fifteen of these 19 cases received treatment with 100 mg t.i.d. or greater and 13 of 16 patients for
whom weight was reported weighed < 60 kg. In the 18 cases where follow-up was recorded, hepatic
abnormalities improved or resolved upon discontinuation of PRECOSE®.
Loss of Control ot Blood Glucose: When diabetic patients are exposed to stress such as fever, trauma,
infection, or surgery, a temporary loss of control of blood glucose may occur. At such times, temporary
Insulin therapy may be necessary.
Information for Patients: Patients should be told to take PRECOSE® orally three times a day at the start
(with the first bite) of each main meal. It Is Important that patients continue to adhere to dietary instruc-
tions, a regular exercise program, and regular testing of urine and/or blood glucose.
PRECOSE® Itself does not cause hypoglycemia even when administered to patients in the fasted state.
Sulfonylurea drugs and insulin, however, can lower blood sugar levels enough to cause symptoms or
sometimes life-threatening hypoglycemia. Because PRECOSE® given In combination with a sulfonylurea
or Insulin will cause a further lowering of blood sugar, it may increase the hypoglycemic potential of
these agents. The risk of hypoglycemia, its symptoms and treatment, and conditions that predispose to
its development should be well understood by patients and responsible family members. Because PRE-
COSE® prevents the breakdown of table sugar, patients should have a readily available source of glu-
cose (dextrose, D-glucose) to treat symptoms of low blood sugar when taking PRECOSE® in combina-
tion with a sulfonylurea or Insulin.
If side effects occur with PRECOSE®, they usually develop during the first few weeks of therapy. They
are most commonly mild-to-moderate gastrointestinal effects, such as flatulence, diarrhea, or abdomi-
nal discomfort and generally diminish in frequency and Intensity with time.
Laboratory Tests: Therapeutic response to PRECOSE® should be monitored by periodic blood glucose
tests. Measurement of glycosylated hemoglobin levels is recommended for the monitoring of long-term
glycemic control.
PRECOSE®, particularly at doses in excess of 50 mg t.i.d., may give rise to elevations of serum
transaminases and, In rare instances, hyperbilirubinemia. It is recommended that serum transaminase
levels be checked every 3 months during the first year of treatment with PRECOSE® and periodically
thereafter. If elevated transaminases are observed, a reduction in dosage or withdrawal of therapy may
be indicated, particularly if the elevations persist.
Renal Impairment: Plasma concentrations of PRECOSE® in renally impaired volunteers were propor-
tionally increased relative to the degree of renal dysfunction. Long-term clinical trials in diabetic patients

with significant renal dysfunction (serum creatinine >2.0 mg/dL) have not been conducted. Therefore,
treatment of these patients with PRECOSE® is not recommended.
Drug Interactions: Certain drugs tend to produce hyperglycemia and may lead to loss of blood glucose
control. These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid
products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium chan-
nel-blocking drugs, and isoniazid. When such drugs are administered to a patient receiving PRECOSE®,
the patient should be closely observed for loss of blood glucose control. When such drugs are with-
drawn from patients receiving PRECOSE® in combination with sulfonylureas or insulin, patients should
be observed closely for any evidence of hypoglycemia.
Intestinal adsorbents (e.g., charcoal) and digestive enzyme preparations containing carbohydrate-splitting
enzymes (e.g., amylase, pancreatin) may reduce the effect of PRECOSE® and should not be taken con-
comitantly.
Carcinogenesis, Mutagenesis, and Impairment of Fertility: Nine chronic toxicity/carcinogenicity stud-
ies were conducted in three animal species (rat, hamster, dog) including two rat strains (Sprague-
Dawley and Wistar).
In the first rat study, Sprague-Dawley rats received acarbose in feed at high doses (up to approximately
500 mg/kg body weight) for 104 weeks. Acarbose treatment resulted in a significant increase in the inci-
dence of renal tumors (adenomas and adenocarcinomas) and benign Leydig cell tumors. This study
was repeated with a similar outcome. Further studies were performed to separate direct carcinogenic
effects of acarbose from indirect effects resulting from the carbohydrate malnutrition induced by the
large doses of acarbose employed in the studies. In one study using Sprague-Dawley rats, acarbose
was mixed with feed but carbohydrate deprivation was prevented by the addition of glucose to the diet.
In a 26-month study of Sprague-Dawley rats, acarbose was administered by daily postprandial gavage
so as to avoid the pharmacologic effects of the drug. In both of these studies, the increased incidence of
renal tumors found in the original studies did not occur. Acarbose was also given in food and by post-
prandial gavage in two separate studies in Wistar rats. No increased incidence of renal tumors was
found in either of these Wistar rat studies. In two feeding studies of hamsters, with and without glucose
supplementation, there was also no evidence of carcinogenicity.
Acarbose showed no mutagenic activity when tested in six in vitro and three in vivo assays.
Fertility studies conducted in rats after oral administration produced no untoward effect on fertility or on
the overall capability to reproduce.
Pregnancy:
Teratqgenic Effects: Pregnancy Category B. The safety of PRECOSE® in pregnant women has not been
established. Reproduction studies have been performed in rats at doses up to 480 mg/kg (correspond-
ing to 9 times the exposure in humans, based on drug blood levels) and nave revealed no evidence of
impaired fertility or harm to the fetus due to acarbose. In rabbits, reduced maternal body weight gain,

no evidence of.embryotoxicity and there was no evidence of teratogenicity at a dose 32 times the dose
in man (based on body surface area). There are, however, no adequate and well-controlled studies of
PRECOSE® in pregnant women. Because animal reproduction studies are not always predictive of the
human response, this drug should be used during pregnancy only if clearly needed. Because current
information strongly suggests that abnormal blood glucose levels during pregnancy are associated with
a higher incidence of congenital anomalies as well as increased neonatal morbidity and mortality, most
experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to
normal as possible.
Nursing Mothers: A small amount of radioactivity has been found in the milk of lactating rats after
administration of radiolabeled acarbose. It is not known whether this drug is excreted in human milk.
Because many drugs are excreted in human milk, PRECOSE® should not be administered to a nursing
woman.
Pediatric Use: Safety and effectiveness of PRECOSE® in pediatric patients have not been established.

ADVERSE REACTIONS
Digestive Tract: Gastrointestinal symptoms are the most common reactions to PRECOSE®. In U.S.
placebo-controlled trials, the incidences of abdominal pain, diarrhea, and flatulence were 21%, 33%,
and 77% respectively in 1075 patients treated with PRECOSE® 50-300 mg t.i.d., whereas the corre-
sponding incidences were 9%, 12%, and 32% in 818 placebo-treated patients. Abdominal pain and
diarrhea tended to return to pretreatment levels over time, and the frequency and intensity of flatulence
tended to abate with time. The increased gastrointestinal tract symptoms in patients treated with PRE-
COSE® is a manifestation of the mechanism of action of PRECOSE® and is related to the presence of
undigested carbohydrate in the lower GI tract. Rarely, these gastrointestinal events may be severe and
might be confused with paralytic ileus.
Elevated Serum Transaminase Levels: See PRECAUTIONS.
Other Abnormal Laboratory Findings: Small reductions in hematocrit occurred more often in
PRECOSE®-treated patients than in placebo-treated patients but were not associated with reductions In
hemoglobin. Low serum calcium and low plasma vitamin BR levels were associated with PRECOSE®
therapy but were thought to be either spurious or of no clinical significance.
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Provide your name |
and address to
request a Precose
booklet
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That's why LifeScan makes three distinctly

different blood glucose meters. All easy to learn.

All easy to use. All of which makes your job

of teaching patients the fundamentals of

monitoring and diabetes management a whole

lot easier. Something your patients will thank

you for, personally.

For meters that meet your patients' needs,

look to LifeScan—makers of the ONE TOUCH®

family of products, the brand recommended

by more healthcare professionals than any other.

ONE TOUCH® Profile™
Complete Diabetes Tracking System

It's great for your patients who use

insulin, or who want to actively manage

their diabetes.

SureStepc

Blood Glucose Monitoring System

A reassuring choice for patients who

have difficulty testing and who want

to be sure at every step.

ONE TOUCH® BASIC®
Blood Glucose Monitoring System

It's ideal for patients who want

a simple, accurate test.

n

i

n
For diabetes and life.

'j.v.'.rjv. company
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"We all walk

to feel healthier.

But how we each

manage our

diabetes is based

on personal needs.

Were glad

LifeScan makes

meters that

recognize our

differences.
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the first insulin

analog,

Humalog

more closely

parallels

insulin lispro injection (rDNA origin)

the way

the body's

natural insulin

\ works* •• ,

*? -

rrac 0002-75KWI

10 mL VL-75H

*«01.nits per mL

Humalog
]$ulin lispro inj&$-
""origin) |f:

Potential side effects associated with the
uso of all insulins, including Humalog, include
hypoglycemia, hypokalemia, lipodystrophy,
and hypersensitivity. Because of the
difference in action, care should be taken in
patients in whom these conditions may bo
clinically relevant (e.g., those who arc fasting,
have autonomic neuropathy, or are using
potassium-lowering drugs). ft\^y ©GuaGugj© ©1?

c m s to Do on Q[}i)®aoOco] fe© Kn iad ]©

accompanying brief summary for more
complete prescribing information.

Just ask your Lilly

representative or call

toll-free, 1-888-88 LILLY

(1-888-885-4559) for

more information.
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Humalog®
insulin lispro injection (rDNA origin)

Brief Summary:
INDICATIONS AND USAGE: Humalog is an insulin analog that is indicated in the
treatment of patients with diabetes mellitus for the control of hyperglycemia.
Humalog has a more rapid onset and a shorter duration of action than human
regular insulin. Therefore, Humalog should be used in regimens including a longer-
acting insulin.

CONTRAINDICATIONS: Humalog is contraindicated during episodes of
hypoglycemia and in patients sensitive to Humalog or one of its excipients.

WARNINGS: This human insulin analog differs from human regular insulin by its
rapid onset of action as well as a shorter duration of activity. When used as a
mealtime insulin, the dose of Humalog should be given within 15 minutes before
the meal. Because of the short duration of action of Humalog, patients with type I
diabetes also require a longer-acting insulin to maintain glucose control.

Hypoglycemia is the most common adverse effect of insulins, including
Humalog. As with all insulins, the timing of hypoglycemia may differ among
various insulin formulations. Glucose monitoring is recommended for all
patients with diabetes.1

PRECAUTIONS: General— Hypoglycemia, hypokalemia, lipodystrophy, and
hypersensitivity are among the potential clinical adverse effects associated with the
use of all insulins. Because of differences in the action of Humalog and other
insulins, care should be taken in patients in whom such potential side effects might
be clinically relevant (e.g., patients who are fasting, have autonomic neuropathy, or
are using potassium-lowering drugs).

As with all insulin preparations, the time course of Humalog action may vary in
different individuals or at different times in the same individual and is dependent on
site of injection, blood supply, temperature, and physical activity.

Adjustment of dosage of any insulin may be necessary if patients change their
physical activity or their usual meal plan. Insulin requirements may be altered during
illness, emotional disturbances, or other stress.

Hypoglycemia—As with all insulin preparations, hypoglycemic reactions may be
associated with the administration of Humalog. Rapid changes in serum glucose
levels may induce symptoms of hypoglycemia in persons with diabetes, regardless
of the glucose value. Early warning symptoms of hypoglycemia may be different or
less pronounced under certain conditions, such as long duration of diabetes,
diabetic nerve disease, use of medications such as beta-blockers, or intensified
diabetes control.

Renal and Hepatic Impairment—Although there are no specific data in patients
with diabetes, Humalog requirements may be reduced in the presence of renal or
hepatic impairment, similar to observations found with other insulins.

Allergy—Local Allergy—Patients occasionally experience redness, swelling, or
itching at the site of injection. This condition, called local allergy, usually clears up in
a few days to a few weeks. In some instances, this condition may be related to
factors other than insulin, such as irritants in a skin cleansing agent or poor injection
techinique.

Systemic Allergy—Less common, but potentially more serious, is generalized
allergy to insulin, which may cause rash over the whole body, shortness of breath,
wheezing, reduction in blood pressure, rapid pulse, or sweating. Severe cases of
generalized allergy, including anaphylactic reaction, may be life threatening. If
patients think they are having such a reaction, they should notify a doctor
immediately.

Antibody Production—In large clinical trials, antibodies that cross react with
human insulin and insulin lispro were observed in both Humulin R- and Humalog-
treatment groups. As expected, the largest increase in the antibody levels during the
12 month clinical trials was observed with patients new to insulin therapy.

Information for Patients—-Patients should be informed of the potential risks and
advantages of Humalog and alternative therapies. Patients should also be informed
about the importance of proper insulin storage, injection technique, timing of
dosage, adherence to meal planning, regular physical activity, regular blood glucose
monitoring, periodic glycosylated hemoglobin testing, recognition and management
of hypo- and hyperglycemia, and periodic assessment for diabetes complications.

Patients should be advised to inform their physician if they are pregnant or intend
to become pregnant.

Refer patients to the Information for the Patient circular for information on proper
injection technique, timing of Humalog dosing (< 15 minutes before a meal), storing
and mixing insulin, and common adverse effects.

Laboratory Tests—As with all insulins, the therapeutic response to Humalog
should be monitored by periodic blood glucose tests. Periodic measurement of
glycosylated hemoglobin is recommended for the monitoring of long-term glycemic
control.

Drug Interactions—Insulin requirements may be increased by medications with
hyperglycemic activity such as corticosteroids, isoniazid, certain lipid lowering
drugs (e.g., niacin), estrogens, oral contraceptives, phenothiazines, and thyroid
replacement therapy.

Insulin requirements may be decreased in the presence of drugs with
hypoglycemic activity, such as oral hypoglycemic agents, salicylates, sulfa
antibiotics, and certain antidepressants (monoamine oxidase inhibitors), certain
angiotensin converting enzyme inhibitors, beta-adrenergic blockers, inhibitors of

pancreatic function (e.g., octreotide), and alcohol. Beta-adrenergic blockers may
mask the symptoms of hypoglycemia in some patients.

Mixing of Insulins—Care should be taken when mixing all insulins as a change in
peak action may occur. A decrease in the absorption rate, but not total bioavailability,
was seen when Humalog was mixed with Humulin l\l. This decrease in absorption
rate was not seen when Humalog was mixed with Humulin U. When Humalog is
mixed with either Humulin U or Humulin N, the mixture should be given within 15
minutes before a meal.

If Humalog is mixed with a longer-acting insulin, Humalog should be drawn into
the syringe first to prevent clouding of the Humalog by the longer-acting insulin.
Injection should be made immediately after mixing. Mixtures should not be
administered intravenously.

Carcinogenesis, Mutagenesis, Impairment of Fertility— Long-term studies in
animals have not been performed to evaluate the carcinogenic potential of Humalog.
Humalog was not mutagenic in a battery of in vitro and in vivo genetic toxicity
assays (bacterial mutation tests, unscheduled DIMA synthesis, mouse lymphoma
assay, chromosomal aberration tests, and a micronucleus test). There is no
evidence from animal studies of Humalog-induced impairment of fertility.

Pregnancy—Teratogenic Effects—Pregnancy Category B—
Reproduction studies have been performed in pregnant rats and rabbits at

parenteral doses up to 4 and 0.3 times, respectively, the average human dose (40
units/day) based on body surface area. The results have revealed no evidence of
impaired fertility or harm to the fetus due to Humalog. There are, however, no
adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should
be used during pregnancy only if clearly needed.

Although there are no clinical studies of the use of Humalog in pregnancy,
published studies with human insulins suggest that optimizing overall glycemic
control, including postprandial control, before conception and during pregnancy
improves fetal outcome. Although the fetal complications of maternal
hyperglycemia have been well documented, fetal toxicity also has been reported
with maternal hypoglycemia. Insulin requirements usually fall during the first
trimester and increase during the second and third trimesters. Careful monitoring of
the patient is required throughout pregnancy. During the perinatal period, careful
monitoring of infants born to mothers with diabetes is warranted.

Nursing Mothers—It is unknown whether Humalog is excreted in significant
amounts in human milk. Many drugs, including human insulin, are excreted in
human milk. For this reason, caution should be exercised when Humalog is
administered to a nursing woman. Patients with diabetes who are lactating may
require adjustments in Humalog dose, meal plan, or both.

Pediatric Use— Safety and effectiveness in patients less than 12 years of age have
not been established.

ADVERSE REACTIONS: Clinical studies comparing Humalog with human regular
insulin did not demonstrate a difference in frequency of adverse events between the
two treatments.

Adverse events commonly associated with human insulin therapy include the
following:

Body as a Whole—allergic reactions (see PRECAUTIONS)
Skin and Appendages—injection site reaction, lipodystrophy, pruritus, rash
Other—hypoglycemia (see WARNINGS and PRECAUTIONS)

OVERDOSAGE: Hypoglycemia may occur as a result of an excess of insulin relative
to food intake, energy expenditure, or both. Mild episodes of hypoglycemia usually
can be treated with oral glucose. Adjustments in drug dosage, meal patterns, or
exercise may be needed. More severe episodes with coma, seizure, or neurologic
impairment may be treated with intramuscular/subcutaneous glucagon or
concentrated intravenous glucose. Sustained carbohydrate intake and observation
may be necessary because hypoglycemia may recur after apparent clinical recovery.

CAUTION—Federal (USA) law prohibits dispensing without prescription.

Any change of insulin should be made cautiously and only under medical
supervision. Changes in insulin strength, manufacturer, type (e.g., regular, NPH,
analog), species (animal, human), or method of manufacture (rDNA versus
animal-source insulin) may result in the need for a change in dosage.

REFERENCES
1. American Diabetes Association: Clinical Practice Recommendations 1996, Insulin

Administration. Diabetes Care, 1996; 19(Supp 1):31-34.
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Accu-Chek* Advantage8 System
More in a meter. R>rthe most out of life".

You can bet they're not thinking about blood glucose testing. You see, with more of the features

people prefer in one simple system, the Accu-Chek® Advantage® blood glucose monitoring system makes

people more comfortable with testing. So they can get the most out of life.

That's what happens when we continually improve on the

Accu-Chek Advantage system. For example, our latest innovation is

our strip-saving feature: if the first drop of blood doesn't cover

enough of the strip, patients can apply more blood within 15 seconds.

When you add it all up, the more comfortable your patients

are with their meters, the more they'll get out of life—which may be

the best feature of all.

Accu-Chek'
BLOOD GLUCOSE MONITORING SYSTEMS

© 1997 Boehringer Mannheim Corporation. All rights reserved. What it takGS tO take COntrOP



ArtAssist® Case Report
Diabetic limb salvage using the Arterial Assist Device.. . ArtAssist*

Paul S. van Bemmelen, MD, PhD, Port Jefferson, NY and

Gerald J. Furst, DPM, Port Jefferson, NY

Patient

66 Year Old Male

35 Year Hx of Diabetes

Renal Failure

Contralateral Tlbial Bypass

Poor Ambulation

Small Vessel Disease

Past Therapies

Amputation Great
Toe/Metatarsal I

Platelet Released Growth
Factors

IV and Oral Antibiotics

Topical Antibiotics

Surgical Debridements

ArtAssist® Device

Applies Compression to Foot,
Ankle and Calf Up to 100 mmHg

Home use for 30 min. QID

Well Tolerated on Sitting Patient

Improved Circulation

Prepared Foot For Revision
Surgery

Figure 1

R) Metatarsal

With 5 Months ArtAssisf1 Treatment

A.

Figure 2

Pulse Volume Recordings

A 66 year old man with a 35 year history of diabetes (NIDDM)
and chronic renal failure (peritoneal dialysis) presented with dry
necrosis of his right great toe. He ambulated very little outside of his
home and he had previously undergone a tibial bypass of the
opposite leg. He was being treated with platelet released growth
factors for poor healing of his left distal ankle incision. Ankle blood
pressure was not obtainable due to non-compressibility, but wave
forms were consistent with disease of the small vessels distal to
the knee. The metatarsal pulse volume recording' is shown (Fig. 1)
and is essentially flat. Toe-pressure was in the ischemic range.

The patient underwent repeated selective digital intra-arterial
angiography, which demonstrated patent arteries to the level of
the ankle only, without named run-off vessels in the foot. After
explaining the poor chances of healing of a toe amputation to the
patient, he underwent amputation of the right great toe and
metatarsal head. Treatment with the ArtAssist device was not avail-
able at that time. The toe amputation failed and complete dehis-
cence, with exposed metatarsal bone was apparent in (Fig.l).
1 Parks Flow-Lab

Debridements and immediate treatment with growth factors were
instituted. Further deterioration occurred slowly. Further revision
foot amputation was not considered to be a worthwhile option and
below-knee amputation would be the next surgical step.

Intermittent compression with the ArtAssist device was started
two months after the toe amputation for at least 30 minutes, QID.
Compression was well tolerated and after one week of home treat-
ment, the patient noticed blood on his dressings. Slowly some
granulation tissue appeared and the wound edges bled well with
minor debridements. Improvement of the metatarsal pulse volume
recording was noted. In view of the exposed metatarsal bone, with
retracted skin edges, a further resection of Metatarsal I and the adja-
cent second toe was performed after two months of compression
therapy. Oral antibiotics were given based on culture results. The
growth factor treatment was stopped. The resulting wound is now
healed by secondary intention (Fig.2). Further improvements
occurred of the pulse volume recording at the metatarsal level, to
the same amplitude as the bypassed side.

8 0 0 - 6 6 7 - 9 4 5 1 1857 Diamond Street, San Marcos, CA 92069 Fax: (760) 744-4401
* ArtAssist' is a registered trademark of ACI Medical, Inc. 01996 ACI Medical All rights reserved AD00I-06286



GLUCOPHAGE
(METFORMIN HYDROCHLORIDE T A B L E T S ) ^

BOUND FOR EFFICACY
AND SECONDARY BENEFITS

Please see brief summary of prescribing
information, including the boxed if*-'-
WARNING regarding Lactic Acidosis, . :
on the last page of this advertisement.

Bristol-Myers Squibb Company



BENEFITS BEYOND GLUCOSE CONTROL
IN TYPE II DIABETES

#*

GLUCOPHAGE
improves insulin
sensitivity
No effect on pancreatic beta cells
or insulin secretion.

GLUCOPHAGE is
highly effective first-line
drug therapy1

Significantly decreases fasting
plasma glucose (FPG) when used
as an adjunct to diet.

Mean difference in
FPG compared
with placebo

GLUCOPHAGE
vs placebo

PO.00I

Study I : Results of a double-blind, placebo-
controlled, multicenter trial over 29 weeks. 286
randomized type II patients: GLUCOPHAGE,
n=141; placebo, n=145. Average dosage of
GLUCOPHAGE was 1,980 mg/day.12



GLUCOPHAGE
delivers four important
secondary benefits

K. Does not cause hyperinsulinemia

%. Does not produce hypoglycemia

3» Helps keep weight from increasing

Has modest, favorable effects
on lipids

GLUCOPHAGE
offer; unique synergy
in combination1

Combining GLUCOPHAGE
and a sulfonylurea with diet
lowers FPG significantly more
than monotherapy.1

Mean difference in
FPG compared
with monotherapy

GLUCOPHAGE
plus glyburide
vs glyburide alone P<0.00l

Study 2: Results of a double-blind, placebo-controlled,
parallel-group, multicenter trial comparing GLUCOPHAGE
(n=210), glyburide (n=209),and the combination (n=213)
over 29 weeks. 632 randomized type II patients in whom
glyburide monotherapy (20 mg/day) plus dietary intervention
had failed to provide adequate control. Average dosage of
GLUCOPHAGE was 2,050 mg/day as monotherapy and
1,894 mg/day in combination.'12

W I T H D I E T — A L O N E O R W I T H A S U L F O N Y L U R t A

GLUCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)*^
BOUND POR IPPICACY AMD SECONDARY BENEFITS

Please see brief summary of prescribing information, including the boxed
WARNING regarding Lactic Acidosis, on the last page of this advertisement.



m TYPE II DIABETES

ESTABLISHED SAFETY AND BID DOSING
Safety established in
millions of patient-years
of experience3

Mild and transient Gl side effects are most
common.

Diarrhea, nausea, vomiting, bloating, or
flatulence may occur, especially during
initiation of GLUCOPHAGE.
• Approximately 30% more frequent than with

placebo.
• Only - 4% of patients discontinue therapy due

to Gl reactions.

Rare occurrence of lactic
acidosis, a serious condition
Approximately 0.03 cases per 1,000
patient-years reported worldwide.
• If cases occur, up to half may be fatal.
• Seen primarily in patients with renal

insufficiency.
• Patient Package Insert lists symptoms to be

discussed with patients.

The UGDP study suggested increased cardio-
vascular risk with oral antidiabetics.

Appropriate patient
selection is key
Contraindicated in patients with renal
disease or renal dysfunction and in
patients with metabolic acidosis.

Temporarily withhold in patients receiving
iodinated contrast materials for radiologic
studies.

Avoid in patients with impaired hepatic
function or excessive alcohol intake (acute
or chronic).

Not recommended for children or
pregnant women.

Titrate to effective dosage
range (I5OO-25OO mg/day)
Recommended starting dosage:
500 mg BID with meals.

Increase dosage by one 500 mg tablet
each week.

Minimize Gl side effects: Administration
with meals helps.
• Occasionally, temporary dose reduction may

be useful.

Individualize dosage based on effectiveness
and tolerance up to a maximum of 2500 mg
administered on aTlD schedule.

W I T H D I E T — A L O N E O R W I T H A S U L F O N Y L U R E A

GLUCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)soo mg

1OPND FOR EFFICACY AND SECONDARY BENEFITS

References: I . Data on file, Bristol-Myers Squibb Company. 2. DeFronzo RA, Goodman A, and the Multicenter Metformin Study Group: Efficacy of
metformin in patients with non-insulin-dependent diabetes mellitus. N Eng/J Med 333(9):541 -549,1995.3. Sirtori CR, Pasik C: Re-evaluation of a
biguanide, metformin: mechanism of action and tolerability. Pharmacol Res 30(3): 187-228,1994.

Please see brief summary of prescribing information, including the
boxed WARNING regarding Lactic Acidosis, on the last page
of this advertisement.



GLUCOPHAGE0 (METFORMIN HYDROCHLORIDE TABLETS) 500 mg
CONTRAINDICATIONS: GLUCOPMAGE is contralndicated in patients with: 1. Renal disease or renal dysfunction
(e.g., as suggested by serum creatinine levels £ 1.5 mg/dL [males], £ 1.4 mg/dL [females] or abnormal creatinine
clearance) which may also result from conditions such as cardiovascular collapse (shock), acute myocardial infarc-
tion, and septicemla (see WARNINGS and PRECAUTIONS). 2. GLUCOPHAGE should be temporarily withheld in
patients undergoing radiologic studies involving parenteral administration of iodinated contrast materials, because
use of such products may result in acute alteration of renal function. (See also PRECAUTIONS). 3. Known hyper-
sensitivity to metformin hydrochloride. 4. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with
or without coma. Diabetic ketoacidosis should be treated with insulin.

WARNINGS: Lactic Acidosis: Lactic acidosis is a rare, but serious, metabolic complication that can
occur due to metformin accumulation during treatment with GLUCOPHAGE; when it occurs, it is fatal
in approximately 50% of cases. Lactic acidosis may also occur in association with a number of
pathophysiologic conditions, including diabetes mellitus, and whenever there is significant tissue
hypoperfusion and hypoxemia, Lactic acidosis is characterized by elevated blood lactate levels (>5
mmol/L), decreased blood pH, electrolyte disturbances with an increased anion gap, and an
increased lactate/pyruvate ratio. When metformin is implicated as the cause of lactic acidosis,
metformin plasma levels >5 ng/mL are generally found. The reported incidence of lactic acidosis in
patients receiving metformin hydrochloride is very low (approximately 0.03 cases/1,000 patient-
years, with approximately 0.015 fatal cases/1,000 patient-years). Reported cases have occurred pri-
marily In diabetic patients with significant renal insufficiency, including both intrinsic renal disease
and renal hypoperfusion, often in the setting of multiple concomitant medical/surgical problems and
multiple concomitant medications. The risk of lactic acidosis increases with the degree of renal dys-
function and the patient's age. The risk of lactic acidosis may, therefore, be significantly decreased
by regular monitoring of renal function in patients taking GLUCOPHAGE and by use of the minimum
effective dose of GLUCOPHAGE. In addition, GLUCOPHAGE should be promptly withheld in the pres-
ence of any condition associated with hypoxemia or dehydration. Because Impaired hepatic function
may significantly limit the ability to clear lactate, GLUCOPHAGE should generally be avoided in
patients with clinical or laboratory evidence of hepatic disease. Patients should be cautioned against
excessive alcohol intake, either acute or chronic, when taking GLUCOPHAGE (metformin hydrochlo-
ride tablets), since alcohol potentiates the effects of metformin hydrochloride on lactate metabolism.
In addition, GLUCOPHAGE should be temporarily discontinued prior to any intravascular radiocontrast
study and for any surgical procedure (see also PRECAUTIONS), The onset of lactic acidosis often is
subtle, and accompanied only by nonspecific symptoms such as malaise, myalgias, respiratory dis-
tress, increasing somnolence and nonspecific abdominal distress. There may be associated
hypothermia, hypotension and resistant bradyarrhythmias with more marked acidosis. The patient
and the patient's physician must be aware of the possible importance of such symptoms and the
patient should be Instructed to notify the physician immediately if they occur (see also PRECAU-
TIONS). GLUCOPHAGE should be withdrawn until the situation Is clarified. Serum electrolytes,
ketones, blood glucose and, if indicated, blood pH, lactate levels and even blood metformin levels
may be useful. Once a patient Is stabilized on any dose level of GLUCOPHAGE, gastrointestinal symp-
toms, which are common during initiation of therapy, are unlikely to be drug related. Later occurrence
of gastrointestinal symptoms could be due to lactic acidosis or other serious disease. Levels of fast-
ing venous plasma lactate above the upper limit of normal but less than 5 mmol/L in patients tak-
ing GLUCOPHAGE do not necessarily indicate impending lactic acidosis and may be explainable by
other mechanisms, such as poorly controlled diabetes or obesity, vigorous physical activity or
technical problems in sample handling. (See also PRECAUTIONS.) Lactic acidosis should be sus-
pected in any diabetic patient with metabolic acidosis lacking evidence of ketoacidosis (ketonuria
and ketonemfa). Lactic acidosis Is a medical emergency that must be treated in a hospital setting. In
a patient with lactic acidosis who is taking GLUCOPHAGE, the drug should be discontinued immedi-
ately and general supportive measures promptly instituted. Because metformin hydrochloride is dia-
lyzabie (with a clearance of up to 170 mL/mln under good hemodynamic conditions), prompt
hemodialysis is recommended to correct the acidosis and remove the accumulated metformin. Such
management often results In prompt reversal of symptoms and recovery. (See also CONTRAINDICA-
TIONS and PRECAUTIONS).

WARNINGS: SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration
of oral antidiabetlc drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus Insulin.
PRECAUTIONS: General: Monitoring of renal function — GLUCOPHAGE is known to be substantially excreted by
the kidney, and the risk of metformin accumulation and lactic acidosis increases with the degree of impairment of
renal function. Thus, patients with serum creatinine levels above the upper limit of normal for their age should not
receive GLUCOPHAGE. In patients with advanced age, GLUCOPHAGE should be carefully titrated to establish the
minimum dose for adequate glycemic effect, because aging Is associated with reduced renal function. In elderly
patients, renal function should be monitored regularly and, generally, GLUCOPHAGE should not be titrated to the
maximum dose (see DOSAGE AND ADMINISTRATION). Before initiation of GLUCOPHAGE therapy and at least annu-
ally thereafter, renal function should be assessed and verified as normal. In patients in whom development of renal
dysfunction Is anticipated, renal function should be assessed more frequently and GLUCOPHAGE discontinued If evi-
dence of renal impairment is present. Use of concomitant medications that may affect renal function or met-
formin disposition—Concomitant medicatlon(s) that may affect renal function or result In significant hemody-
namic change or may interfere with the disposition of GLUCOPHAGE, such as cationic drugs that are eliminated by
renal tubular secretion (See Drug Interactions), should be used with caution. Radiologic studies Involving the
use of Iodinated contrast materials (for example, Intravenous urogram, intravenous cholangiography,
anglography, and scans with contrast materials) — Parenteral contrast studies with iodinated materials can
lead to acute renal failure and have been associated with lactic acidosis In patients receiving GLUCOPHAGE (see
CONTRAINDICATIONS). Therefore, in patients in whom any such study is planned, GLUCOPHAGE should be withheld
for at least 48 hours prior to, and 48 hours subsequent to, the procedure and reinstituted only after renal function
has been re-evaluated and found to be normal. Hypoxic states — Cardiovascular collapse (shock) from whatever
cause, acute congestive heart failure, acute myocardial infarction and other conditions characterized by hypoxemia
have been associated with lactic acidosis and may also cause prerenal azotemia. When such events occur in
patients on GLUCOPHAGE therapy, the drug should be promptly discontinued. Surgical procedures — GLU-
COPHAGE therapy should be temporarily suspended for any surgical procedure (except minor procedures not asso-
ciated with restricted Intake of food and fluids) and should not be restarted until the patient's oral intake has
resumed and renal function has been evaluated as normal. Alcohol intake — Alcohol is known to potentiate the
effect of metformin on lactate metabolism. Patients, therefore, should be warned against excessive alcohol intake,
acute or chronic, while receiving GLUCOPHAGE. Impaired hepatic function — Since Impaired hepatic function has
been associated with some cases of lactic acidosis, GLUCOPHAGE should generally be avoided in patients with clin-
ical or laboratory evidence of hepatic disease. Vitamin Bio levels — A decrease to subnormal levels of previous-
ly normal serum vitamin B-|2 levels, without clinical manifestations, is observed in approximately 7% of patients
receiving GLUCOPHAGE in controlled clinical trials of 29 weeks duration. Such decrease, possibly due to interfer-
ence with B-|2 absorption from the B-,p-intrinsic factor complex, Is, however, very rarely associated with anemia
and appears to be rapidly reversible with discontinuation of GLUCOPHAGE (metformin hydrochloride tablets) or vit-
amin Bio supplementation. Measurement of hematologic parameters on an annual basis is advised in patients on
GLUCOPHAGE and any apparent abnormalities should be appropriately investigated and managed (see Laboratory
Tests). Certain Individuals (those with Inadequate vitamin B-| 2 or calcium intake or absorption) appear to be pre-
disposed to developing subnormal vitamin B i 2 levels. In these patients, routine serum vitamin B-o measurements
at two- to three-year intervals may be useful. Change in clinical status of previously controlled diabetic - A
diabetic patient previously well controlled on GLUCOPHAGE (metformin hydrochloride tablets) who develops labo-
ratory abnormalities or clinical illness (especially vague and poorly defined illness) should be evaluated promptly
for evidence of ketoacidosis or lactic acidosis. Evaluation should include serum electrolytes and ketones, blood glu-
cose and, if Indicated, blood pH, lactate, pyruvate and metformin levels. If acidosis of either form occurs, GLU-
COPHAGE must be stopped Immediately and other appropriate corrective measures initiated (see also WARNINGS).
Hypoglycemla - Hypoglycemia does not occur in patients receiving GLUCOPHAGE alone under usual
circumstances of use, but could occur when caloric Intake is deficient, when strenuous exercise is not compen-
sated by caloric supplementation, or during concomitant use with other glucose-lowering agents (such as sulfony-
lureas) or ethanol. Elderly, debilitated or malnourished patients, and those with adrenal or pituitary insufficiency or
alcohol intoxication are particularly susceptible to hypoglycemic effects. Hypoglycemia may be difficult to recog-
nize in the elderly, and In people who are taking beta-adrenergic blocking drugs. Loss of control of blood glucose
— When a patient stabilized on any diabetic regimen Is exposed to stress such as fever, trauma, infection, or
surgery, a temporary loss of glycemic control may occur. At such times, it may be necessary to withhold GLU-
COPHAGE and temporarily administer Insulin. GLUCOPHAGE may be reinstituted after the acute episode is resolved.
The effectiveness of oral antldlabetic drugs In lowering blood glucose to a targeted level decreases In many patients
over a period of time. This phenomenon, which may be due to progression of the underlying disease or to dimin-
ished responsiveness to the drug, Is known as secondary failure, to distinguish it from primary failure in which the
drug is Ineffective during Initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea
monotherapy, combined therapy with GLUCOPHAGE and sulfonylurea may result in a response. Should secondary
failure occur with combined GLUCOPHAGE/sulfonylurea therapy, it may be necessary to initiate insulin therapy.
Information for Patients: Patients should .be informed of the potential risks and advantages of GLUCOPHAGE and
of alternative modes of therapy. They should also be informed about the importance of adherence to dietary instruc-
tions, of a regular exercise program, and of regular testing of blood glucose, glycosylated hemoglobin, renal func-
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tion and hematologic parameters. The risks of lactic acidosis, its symptoms, and conditions that predispose to Its
development, as noted in the WARNINGS and PRECAUTIONS sections should be explained to patients. Patients
should be advised to discontinue GLUCOPHAGE immediately and to promptly notify their health practitioner if unex-
plained hyperventilation, myalgia, malaise, unusual somnolence or other nonspecific symptoms occur. Once a
patient is stabilized on any dose level of GLUCOPHAGE, gastrointestinal symptoms, which are common during Ini-
tiation of therapy, are unlikely to be drug related. Later occurrence of gastrointestinal symptoms could be due to
lactic acidosis or other serious disease. Patients should be counselled against excessive alcohol intake, either acute
or chronic, while receiving GLUCOPHAGE. GLUCOPHAGE alone does not usually cause hypoglycemia, although it
may occur when GLUCOPHAGE is used in conjunction with oral sulfonylureas. When initiating combination therapy,
the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development should
be explained to patients. (See Patient Labeling Printed Below) Laboratory Tests: Response to all diabetic therapies
should be monitored by periodic measurements of fasting blood glucose and glycosylated hemoglobin levels, with
a goal of decreasing these levels toward the normal range. During initial dose titration, fasting glucose can be used
to determine the therapeutic response. Thereafter, both glucose and glycosylated hemoglobin should be monitored.
Measurements of glycosylated hemoglobin may be especially useful for evaluating long-term control (see also
DOSAGE AND ADMINISTRATION). Initial and periodic monitoring of hematologic parameters (e.g., hemo-
globin/hematocrit and red blood cell indices) and renal function (serum creatinine) should be performed, at least on
an annual basis. While megaloblastic anemia has rarely been seen with GLUCOPHAGE therapy, If this Is suspected,
vitamin Bio deficiency should be excluded. Drug Interactions: Glyburide: In a single-dose interaction study in
NIDDM subjects, co-administration of metformin and glyburide did not result in any changes in either metformin
pharmacokinetics or pharmacodynamics. Decreases in glyburide AUC and Cm a x were observed, but were highly
variable. The single-dose nature of this study and the lack of correlation between glyburide blood levels and phar-
macodynamic effects, makes the clinical significance of this interaction uncertain (see DOSAGE AND ADMINISTRA-
TION, Concomitant Glucophage and Oral Sulfonylurea Therapy). Furosemide: A single-dose, metformin-furosemlde
drug interaction study in healthy subjects demonstrated that pharmacokinetic parameters of both compounds were
affected by co-administration. Furosemide increased the metformin plasma and blood Cmav by 22% and blood AUC
by 15%, without any significant change in metformin renal clearance. When administered with metformin, the Cm a x

and AUC of furosemide were 31 % and 12% smaller, respectively, than when administered alone, and the terminal
half-life was decreased by 32%, without any significant change in furosemide renal clearance. No information Is
available about the interaction of metformin and furosemide when co-administered chronically. Nifediplne: A sin-
gle-dose, metformin-nifedipine drug interaction study in normal healthy volunteers demonstrated that co-admlnis-
tration of nifedipine increased plasma metformin C m a x and AUC by 20% and 9%, respectively, and Increased the
amount excreted in the urine. T ^ and half-life were unaffected. Nifedipine appears to enhance the absorption of
metformin. Metformin had minimal effects on nifedipine. Cationic Drugs: Cationic drugs (e.g., amiloride, dlgoxin,
morphine, procainamide, quinidine, quinine, ranitJdine, triamterene, trimethoprim, and vancomycin) that are elimi-
nated by renal tubular secretion theoretically have the potential for Interaction with metformin by competing for
common renal tubular transport systems. Such interaction between metformin and oral cimetidine has been
observed in normal healthy volunteers in both single- and multiple-dose, metformln-cimetldlne drug interaction
studies, with a 60% increase in peak metformin plasma and whole blood concentrations and a 40% increase in
plasma and whole blood metformin AUC. There was no change in elimination half-life In the single-dose study.
Metformin had no effect on cimetidine pharmacokinetics. Although such interactions remain theoretical (except for
cimetidine), careful patient monitoring and dose adjustment of GLUCOPHAGE and/or the interfering drug Is recom-
mended in patients who are taking cationic medications that are excreted via the proximal renal tubular secretory
system. Other Certain drugs tend to produce hyperglycemia and may lead to loss of glycemic control. These drugs
Include thiazide and other diuretics, cortxosteroids, phenothiazines, thyroid products, estrogens, oral contracep-
tives, phenytoin, nlcotinic acid, sympathomimetics, calcium channel blocking drugs, and Isonlazld. When such
drugs are administered to a patient receiving GLUCOPHAGE, the patient should be closely observed to maintain
adequate glycemic control. In healthy volunteers, the pharmacokinetics of metformin and propranolol and met-
formin and Ibuprofen were not affected when co-administered in single-dose Interaction studies. Metformin Is neg-
ligibly bound to plasma proteins and is, therefore, less likely to interact with highly protein-bound drugs such as
salicylates, sulfonamides, chloramphenicol, and probenecld, as compared to the sulfonylureas, which are exten-
sively bound to serum proteins. Carcinogenesls, Mutagenesls, Impairment of Fertility: Long-term carcinogenlc-
ity studies have been performed in rats (dosing duration of 104 weeks) and mice (dosing duration of 91 weeks) at
doses up to and including 900 mg/kg/day and 1500 mg/kg/day, respectively. These doses are both approximately
three times the maximum recommended human daily dose on a body surface area basis. No evidence of carclno-
genlclty with metformin was found in either male or female mice. Similarly, there was no tumorigenic potential
observed with metformin In male rats. However, an increased Incidence of benign stromal uterine polyps was seen
In female rats treated with 900 mg/kg/day. No evidence of a mutagenlc potential of metformin was found In the
Ames test (S. typhimurlum), gene mutation test (mouse lymphoma cells), chromosomal aberrations test (human
lymphocytes), or in-vlvo mlcronuclei formation test (mouse bone marrow). Fertility of male or female rats was unaf-
fected by metformin administration at doses as high as 600 mg/kg/day, or approximately two times the maximum
recommended human daily dose on a body surface area basis. Pregnancy: Teratogenlc effects: Pregnancy
Category B. Safety in pregnant women has not been established. Metformin was not teratogenlc in rats and rab-
bits at doses up to 600 mg/kg/day, or about two times the maximum recommended human dally dose on a body
surface area basis. Determination of fetal concentrations demonstrated a partial placental barrier to metformin.
Because animal reproduction studies are not always predictive of human response, any decision to use this drug
should be balanced against the benefits and risks. Because recent Information suggests that abnormal blood glu-
cose levels during pregnancy are associated with a higher incidence of congenital abnormalities, there Is a con-
sensus among experts that insulin be used during pregnancy to maintain blood glucose levels as close to normal
as possible. Nursing Mothers: Studies in Isctating rats show that metformin Is excreted Into milk and reaches lev-
els comparable to those in plasma. Similar studies have not been conducted In nursing mothers, but caution should
be exercised in such patients, and a decision should be made whether to discontinue nursing or to discontinue the
drug, taking into account the Importance of the drug to the mother. Pedlatrlc Use: Safety and effectiveness In pedl-
atric patients have not been established. Studies In maturity-onset diabetes of the young (M0DY) have not been
conducted. Geriatric Use: Controlled clinical studies of GLUCOPHAGE (metformin hydrochloride tablets) did not
Include sufficient numbers of elderly patients to determine whether they respond differently from younger patients,
although other reported clinical experience has not Identified differences In responses between the elderly and
younger patients. GLUCOPHAGE is known to be substantially excreted by the kidney and because the risk of seri-
ous adverse reactions to the drug is greater In patients with Impaired renal function, it should only be used In
patients with normal renal function (see CONTRAINDICATIONS, CLINICAL PHARMACOLOGY, Pharmacokinetics).
Because aging is associated with reduced renal function, GLUCOPHAGE should be used with caution as age
increases. Care should be taken In dose selection and should be based on careful and regular monitoring of renal
function. Generally, elderly patients should not be titrated to the maximum dose of GLUCOPHAGE (see also DOSAGE
AND ADMINISTRATION).

ADVERSE REACTIONS: Lactic Acidosis: See WARNINGS, PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal Reactions: Gastrointestinal symptoms (diarrhea, nausea, vomiting, abdominal bloating,
flatulence, and anorexia) are the most common reactions to GLUCOPHAGE and are approximately 30% more fre-
quent in patients on GLUCOPHAGE monotherapy than in placebo-treated patients, particularly during Initiation of
GLUCOPHAGE therapy. These symptoms are generally transient and resolve spontaneously during continued treat-
ment. Occasionally, temporary dose reduction may be useful. In controlled trials, GLUCOPHAGE was discontinued
due to gastrointestinal reactions in approximately 4% of patients. Because gastrointestinal symptoms during ther-
apy initiation appear to be dose-related, they may be decreased by gradual dose escalation and by having patients
take GLUCOPHAGE with meals (see DOSAGE AND ADMINISTRATION). Because significant diarrhea and/or vomiting
may cause dehydration and prerenal azotemia, under such circumstances, GLUCOPHAGE should be temporarily
discontinued. For patients who have been stabilized on GLUCOPHAGE, nonspecific gastrointestinal symptoms
should not be attributed to therapy unless Intercurrent illness or lactic acidosis have been excluded. Special
Senses: During initiation of GLUCOPHAGE therapy, approximately 3% of patients may complain of an unpleasant
or metallic taste, which usually resolves spontaneously. Dermatologlc Reactions: The Incidence of rash/dermati-
tis in controlled clinical trials was comparable to placebo for GLUCOPHAGE monotherapy and to sulfonylurea for
GLUCOPHAGE/sulfonylurea therapy. Hematologic: (See also PRECAUTIONS). During controlled clinical trials of 29
weeks duration, approximately 9% of patients on GLUCOPHAGE monotherapy and 6% of patients on GLUCO-
PHAGE/sulfonylurea therapy developed asymptomatic subnormal serum vitamin B1 2 levels; serum folic acid lev-
els did not decrease significantly. However, only five cases of megaloblastic anemia nave been reported with met-
formin administration (none during U.S. clinical studies) and no Increased incidence of neuropathy has been
observed. Therefore, serum B-| 2 levels should be appropriately monitored or periodic parenteral B-|2 supplemen-
tation considered.
OVERDOSAGE: Hypoglycemia has not been seen even with ingestion of up to 85 grams of GLUCOPHAGE, although
lactic acidosis has occurred In such circumstances (see WARNINGS). Metformin is dialyzabie with a clearance of up
to 170 mL/mln under good hemodynamic conditions. Therefore, hemodialysis may be useful for removal of accu-
mulated drug from patients in whom metformin overdosage is suspected.
Consult package insert before prescribing GLUCOPHAGE (metformin hydrochloride tablets)

Glucophage Is a registered trademark of LJPHA s.a.
Licensed to Bristol-Myers Squibb Company.
Distributed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

[MEDWatch 1-800-332-1088 available to report serious adverse events for any drug. |
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The only drug for symptomatic
orthostatic hypotension
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WARNING: Because ProAmatine® can cause nnarked elevation ©fvsupine blood pressure, it ^
should be used-in patients whose lives are considerably impaired despite standard ctrfiteel care.
The indication for use of ProAmatine in the treatment of symptomatic orthostatic hypotension
is based primarily on a change in a surrogate marker of effectiveness, an increase in systolic
blood pressure measured 1 minute after standing, a surrogate marker considered likely to
correspond to a clinical benefit. At present, however, clinical benefits of ProAmatine, principally
improved ability to carry out activities of daily living, have not been verified.

Roberts is conducting Phase IV studies to verify and describe the drug's clinical benefit.



Pharmacologic Support for Patients With

ProAm
(mldodrine

Tablets of 2.5 mg and 5 mg

A unique alpha-adrenergic agent1

• Does not readily cross blood-brain barrier1

• Does not increase circulating volume1

• Duration of action ~3 hours3

* Because ProAmatine can cause marked elevation of supine blood pressure,
it should be used in patients whose lives are considerably impaired despite
standard clinical care. ProAmatine should be used in patients who have not
responded to standard clinical care such as support stockings, sleeping in the
head-up tilt position, and increased salt intake.

ProAmatine is contraindicated in patients with severe organic heart disease,
acute renal disease, urinary retention, pheochromocytoma, or thyrotoxicosis
and should not be used by patients with persistent and excessive supine
hypertension.

See brief summary of full Prescribing Information on last page.
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{Symptomatic Orthostatic Hypotension

atine
hydrochlorlde)

—increases standing blood pressure2

—minimal CNS side effects3

—avoids the risks of volume-expanding therapy

—offers the safety and flexibility to increase blood
pressure only during the active daytime hours
Note: The last dose should be taken before 6 PM to reduce the
risk of supine hypertension, which occurred in 7% of patients in
a 3-week, placebo-controlled trial.3

Controls blood pressure
fall when your patients rise



G C ProAmatme
(midodrine hydrochloride)

Tablets of 2.5 mg and 5 mg
Controls blood pressure fall when your patients rise
References: 1. McTavish D, Goa KL. Midodrine. A review of its pharmacological properties and therapeutic
use in orthostatic hypotension and secondary hypotensive disorders. Drugs. 1989;38:757-777. 2. Data on file,
Roberts Pharmaceutical Corporation. 3. Prescribing Information. ProAmatine".

Brief Summary Consult the package insert for complete Prescribing Information.

WARNING: Because ProAmatine can cause marked elevation of supine blood pressure, it should be
used In patients whose lives are considerably Impaired despite standard clinical care. The indication
for use of ProAmatine in the treatment of symptomatic orthostatic hypotension is based primarily on
a change in a surrogate marker of effectiveness, an increase in systolic blood pressure measured
one minute after standing, a surrogate marker considered likely to correspond to a clinical benefit. At
present, however, clinical benefits of ProAmatine, principally improved ability to carry out activities
ol daily living, have not been verified.

Clinical Studies: Midodrine has been studied in 3 principal controlled trials, one of 3-weeks duration and 2
of 1 to 2 days duration. AD studies were randomized, double-blind and parallel-design trials in patients with
orthostatic hypotension of any etiology and supine-to-standing fall of systolic blood pressure of at least 15
mmHg accompanied by at least moderate dizziness/lightheadedness. Patients with pre-existing sustained
supine hypertension above 180/110 mmHg were routinely excluded. In a 3-week study in 170 patients,
most previously untreated with midodrine, the midodrine-treated patients (10 mg t.i.d., with the last dose not
later than 6 P.M.) had significantly higher (by about 20 mmHg) 1 -minute standing systolic pressure 1 hour
after dosing (blood pressures were not measured at other times) for a!l 3 weeks. After week 1, midodrine-
treated patients had small improvements in dizziness/ lightheadedness/unsteadlness scores and global
evaluations, but these effects were made difficult to interpret by a high early drop-out rate (about 25% vs 5%
on placebo). Supine and sitting blood pressure rose 16/8 and 20/10 mmHg, respectively, on average. In a
2-day study, after open-label midodrine, known midodrine responders received midodrine 10 mg or placebo
at 0,3, and 6 hours. One-minute standing systolic blood pressures were increased 1 hour after each dose
by about 15 mmHg and 3 hours after each dose by about 12 mmHg; 3-minute standing pressures were
increased also at 1, but not 3, hours after dosing. There were increases in standing time seen intermittently
1 hour after dosing, but not at 3 hours. In a 1 -day, dose-response trial, single doses of 0,2.5,10, and 20 mg
of midodrine were given to 25 patients. The 10- and 20-mg doses produced increases in standing 1 -minute
systolic pressure of about 30 mmHg at 1 hour; the increase was sustained in part for 2 hours after 10 mg
and 4 hours after 20 mg. Supine systolic pressure was 2200 mmHg in 22% of patients on 10 mg and 45%
of patients on 20 mg; elevated pressures often lasted 6 hours or more.

INDICATIONS AND USAGE: ProAmatine is indicated for the treatment of symptomatic orthostatic hypoten-
sion (OH). Because ProAmatine can cause marked elevation of supine blood pressure (BP>200 mmHg
systolic), it should be used in patients whose lives are considerably impaired despite standard clinical care,
including non-pharmacologic treatment (such as support stockings), fluid expansion, and lifestyle alterations.
The indication is based on ProAmatine's effect on increases in 1-minute standing systolic blood pressure, a
surrogate marker considered likely to correspond to a clinical benefit. At present, however, clinical benefits of
ProAmatine, principally improved ability to perform life activities, have not been established. Further clinical
trials are underway to verify and describe the clinical benefits of ProAmatine. After initiation of treatment,
ProAmatine should be continued only for patients who report significant symptomatic improvement.
CONTRAINDICATIONS: ProAmatine is contraindicated in patients with severe organic heart disease, acute
renal disease, urinary retention, pheochromocytoma orthyrotoxicosis. ProAmatine should not be used in
patients with persistent and excessive supine hypertension.
WARNINGS: Supine Hypertension: The most potentially serious adverse reaction associated with
ProAmatine therapy is marked elevation of supine arterial blood pressure (supine hypertension).
Systolic pressure of about 200 mmHg were seen overall in about 13.4% of patients given 10 mg of
ProAmatine. Systolic elevations of this degree were most likely to be observed in patients with rela-
tively elevated pretreatment systolic blood pressures (mean 170 mmHg). There is no experience in
patients with initial supine systolic pressure above 180 mmHg, as those patients were excluded from
the clinical trials. Use of ProAmatine in such patients is not recommended. Sitting blood pressures
were also elevated by ProAmatine therapy. It is essential to monitor supine and sitting blood pres-
sures in patients maintained on ProAmatine.
PRECAUTIONS
General: The potential for supine and sitting hypertension should be evaluated at the beginning of
ProAmatine therapy. Supine hypertension can often be controlled by preventing the patient from becoming
fully supine, i.e., sleeping with the head of the bed elevated. The patient should be cautioned to report symp-
toms of supine hypertension immediately. Symptoms may include cardiac awareness, pounding in the ears,
headache, blurred vision, etc. The patient should be advised to discontinue the medication immediately if
supine hypertension persists. Blood pressure should be monitored carefully when ProAmatine is used con-
comitantiy with other agents that cause vasoconstriction, such as phenylephrine, ephedrine, dihydroergota-
mine, phenylpropanolamine, or pseudoephedrine. A slight slowing of the heart rate may occur after adminis-
tration of ProAmatine, primarily due to vagal reflex. Caution should be exercised when ProAmatine is used
concomitantiy with cardiac glycosides (such as digitalis), psychopharmacologic agents, beta blockers or other
agents that directly or indirectly reduce heart rate. Patients who experience any signs or symptoms suggest-
ing bradycardia (pulse slowing, increased dizziness, syncope, cardiac awareness) should be advised to dis-
continue ProAmatine and should be re-evaluated. ProAmatine should be used cautiously in patients with uri-
nary retention problems, as desgiymidodrine acts on the alpha-adrenergic receptors of the bladder neck.
ProAmatine should be used with caution in orthostatic hypotensive patients who are also diabetic, as well as
those with a history of visual problems who are also taking fludrocortisone acetate, which is known to cause
an Increase in intraocular pressure and glaucoma. ProAmatine use has not been studied in patients with renal
impairment. Because desgiymidodrine is eliminated via the kidneys, and higher blood levels would be expect-
ed in such patients, ProAmatine should be used with caution in patients with renal impairment, with a starting
dose of 2.5 mg (see DOSAGE AND ADMINISTRATION). Renal function should be assessed prior to initial
use of ProAmatine. ProAmatine use has not been studied in patients with hepatic impairment. ProAmatine
should be used with caution In patients with hepatic impairment, as the liver has a role in the metabolism of
midodrine.
Information for Patients: Patients should be told that certain agents in over-the-counter products, such as
cold remedies and diet aids, can elevate blood pressure, and therefore, should be used cautiously with
ProAmatine, as they may enhance or potentiate the pressor effects of ProAmatine (see Drug Interactions).
Patients should also be made aware of the possibility of supine hypertension. They should be told to avoid
taking their dose if they are to be supine for any length of time, i.e., they should take their last daily dose of
ProAmatine 3 to 4 hours before bedtime to minimize nighttime supine hypertension.
Laboratory Tests: Since desgtymidodrine is eliminated by the kidneys and the liver has a role in its metabo-
lism, evaluation of the patient should Include assessment of renal and hepatic function prior to initiating ther-
apy and subsequently, as appropriate.
Drug Interactions: When administered concomitantiy with ProAmatine, cardiac glycosides may enhance or
precipitate bradycardia, A.V. block or arrhythmia. The use of drugs that stimulate alpha-adrenergic receptors
(e.g., phenylephrine, pseudoephedrine, ephedrine, phenylpropanolamine or dihydroergotamine) may
enhance or potentiate the pressor effects of ProAmatine. Therefore, caution should be used when
ProAmatine is administered concomitantiy with agents that cause vasoconstriction. ProAmatine has been
used in patients concomitantiy treated with salt-retaining steroid therapy (i.e., fludrocortisone acetate), with or
without salt supplementation. The potential for supine hypertension should be carefully monitored in these
patients and may be minimized by either reducing the dose of fludrocortisone acetate or decreasing the salt
intake prior to initiation of treatment with ProAmatine. Alpha-adrenergic blocking agents, such as prazosin,
terazosin, and doxazosin, can antagonize the effects of ProAmatine.
Potential for Drug Interactions: It appears possible, although there is no supporting experimental evidence,
that the high renal clearance of desgiymidodrine (a base) is due to active tubular secretion by the base-
secreting system also responsible for the secretion of such drugs as metformin, cimetidine, ranitidine, pro-
cainamide, triamterene, flecainide, and quinidine. Thus there may be a potential for drug-drug interactions
with these drugs.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies have been conducted in rats
and mice at dosages of 3 to 4 times the maximum recommended daily human dose on a mg/m ; basis, with
no indication of carcinogenic effects related to ProAmatine. Studies investigating the mutagenic potential of
ProAmatine revealed no evidence of mutagenicity. Other than the dominant lethal assay in male mice, where
no impairment of fertility was observed, there have been no studies on the effects of ProAmatine on fertility.
Pregnancy: Pregnancy Category C. ProAmatine increased the rate of embryo resorption, reduced fetal body
weight in rats and rabbits, and decreased fetal survival in rabbits when given in doses 13 (rat) and 7 (rabbit)
times the maximum human dose based on body surface area (mg/rrr). There are no adequate and well-con-
trolled studies in pregnant women. ProAmatine should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus. No teratogenic effects have been observed in studies in rats and rabbits.
Nursing Mothers: 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 ProAmatine is administered to a nursing woman.
Pediatric Use: Safety and effectiveness in pediatric patients have not been established.
ADVERSE REACTIONS: The most frequent adverse reactions seen in controlled trials were supine and sit-
ting hypertension; paresthesia and pruritus, mainly of the scalp; goosebumps; chills; urinary urge; urinary
retention and urinary frequency.
The frequency of these events in a 3-week placebo-controlled trial is shown in the following table:

Adverse Events

Event

Total # of reports

Paresthesia1

Piloerection

Dysuria2

Pruritus3

Supine
hypertension4

Chills

Pain5

Rash

Placebo
(n=88)

# of reports

22

4

0

0

2

0

0

0

1

% of patients

4.5

0

0

2.3

0

0

0

1.1

Midodrine
(n=82)

# of reports

77

15

11

11

10

6

4

4

2

% of patients

18.3

13.4

13.4

12.2

7.3

4.9

4.9

2.4

1 Includes hyperesthesia and scalp paresthesia
2 Includes dysuria (1), increased urinary frequency (2), impaired urination (1),

urinary retention (5), urinary urgency (2)
3 Includes scalp pruritus
4 Includes patients who experienced an increase in supine hypertension
5 Includes abdominal pain and pain increase

Less frequent adverse reactions were headache; feeling of pressure/fullness in the head; vasodilation/fiushing
face; confusion/thinking abnormality; dry mouth; nervousness/anxiety and rash. Other adverse reactions that
occurred rarely were visual field defect; dizziness; skin hyperesthesia; insomnia; somnolence; erythema multi-
forme; canker sore; dry skin; dysuria; impaired urination; asthenia; backache; pyrosis; nausea; gastrointestinal
distress; flatulence and leg cramps. The most potentially serious adverse reaction associated with
ProAmatine therapy is supine hypertension. The feelings of paresthesia, pruritus, piloerection and chills are
pilomotor reactions associated with the action of midodrine on the alpha-adrenergic receptors of the hair folli-
cles. Feelings of urinary urgency, retention and frequency are associated with the action of midodrine on the
alpha-receptors of the bladder neck.
OVERDOSAGE: Symptoms of overdose could include hypertension, piloerection (goosebumps), a sensation
of coldness and urinary retention. There are 2 reported cases of overdosage with ProAmatine, both in young
males. One patient ingested ProAmatine drops, 250 mg, experienced systolic blood pressure of greater than
200 mmHg, was treated with an IV injection of 20 mg of phentolamine, and was discharged the same night
without any complaints. The other patient ingested 205 mg of ProAmatine (41 5-mg tablets), and was found
lethargic and unable to talk, unresponsive to voice but responsive to painful stimuli, hypertensive and brady-
cardic. Gastric lavage was performed, and the patient recovered fully by the next day without sequelae.
The single doses that would be associated with symptoms of overdosage or would be potentially life-threat-
ening are unknown. The oral LDn is approximately 30 to 50 mg/kg in rats, 675 mg/kg in mice, and 125
to 160 mg/kg in dogs. Desgiymidodrine is dialyzable. Recommended general treatment, based on the
pharmacology of the drug, includes induced emesis and administration of alpha-sympatholytic drugs (e.g.,
phentolamine).
DOSAGE AND ADMINISTRATION: The recommended dose of ProAmatine is 10 mg, 3 times daily.
Dosing should take place during the daytime hours when the patient needs to be upright, pursuing the activi-
ties of daily life. A suggested dosing schedule of approximately 4-hour intervals is as follows: shortly before or
upon arising in the morning, midday, and late afternoon (not later than 6 P.M.). Doses may be given in 3-hour
intervals, if required, to control symptoms, but not more frequently. Single doses as high as 20 mg have been
given to patients, but severe and persistent systolic supine hypertension occur at a high rate (about 45%) at
this dose. In order to reduce the potential for supine hypertension during sleep, ProAmatine should not be
given after the evening meal or less than 4 hours before bedtime. Total daily doses greater than 30 mg have
been tolerated by some patients, but their safety and usefulness have not been studied systematically or
established. Because of the risk of supine hypertension, ProAmatine should be continued only in patients
who appear to attain symptomatic improvement during initial treatment. The supine and standing blood pres-
sure should be monitored regularly, and the administration of ProAmatine should be stopped if supine blood
pressure increases excessively. Because desgiymidodrine is excreted renaliy, dosing in patients with abnor-
mal renal function should be cautious; although this has not been systematically studied, it is recommended
that treatment of these patients be initiated using 2.5-mg doses. Dosing in children has not been adequately
studied. Blood levels of midodrine and desgiymidodrine were similar when comparing levels in patients 65 or
older vs. younger than 65 and when comparing males vs. females, suggesting dose modifications for these
groups are not necessary.
HOW SUPPLIED: ProAmatine is supplied as 2.5-mg and 5-mg tablets for oral administration. The 2.5-mg
tablet is white, round, and biplanar, with a bevelled edge, and is scored on 1 side with "RPC above and
"2.5" below the score, and "003" on the other side. The 5-mg tablet is orange, round, and biplanar, with a
bevelled edge, and is scored on 1 side with "RPC" above and "5" below the score, and "004" on the other
side.
2.5-milligram Tablets: NDC 54092-003-01 Bottle of 100
5-milligram Tablets: NDC 54092-004-01 Bottle of 100

Store from 15°C to 25°C (59°F to 77°F).
CAUTION: Keep this and all medication out of the reach of children.

P H A R M A C E U T I C A L S

Manufactured by
Nycomed Austria GmbH
for Roberts Laboratories Inc., a subsidiary of
ROBERTS PHARMACEUTICAL CORPORATION,
Eatontown, NJ 07724-2274, USA
Copyright© 1996 Roberts Laboratories Inc.
Revised 9/96 Printed in USA
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A blood-less
revolution in
monitoring

V /

3 u L

u

GLUCOMETER ELITEC

Diabetes Care System

The GLUCOMETER ELITE System needs a mere 3 uL of blood for accurate results. How small is that? It's so small,
a mosquito hardly needs more for lunch. Small enough that the poorest bleeders can easily squeeze it from their

finger. Which means the GLUCOMETER ELITE System is easier on your patients. And, because it's completely
automatic, it practically does the test by itself. Less blood, no hassle. That's what makes the GLUCOMETER ELITE

System so revolutionary. (And makes meters that need more blood so revolting by comparison.)

For additional information,
please call: 1-800-445-5901

© 1997 Bayer Corporation
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In hypertension...
THE CONFIDENCE OF
24-HOUR EFFICACY
AND PROVEN SAFETY

-^~ Once-daily dosing

—- Effective, consistent 24-hour
hypertension control with the
GITS delivery system

-—- Safe to use in the elderly and
in patients with concomitant
conditions

"^~ No known clinically significant
drug interactions

^=~ Side effects are mild and transient,
the most frequent being headache,
edema, and dizziness

^ - Priced 10% to 20% lower than
either Norvasc® or Procardia XL®*

* Based on AWP comparison, which is a published list price
and may not represent actual price paid by pharmacies and
consumers. Norvasc® is a registered trademark of Pfizer Labs
Division, Pfizer Inc; Procardia XL® is a registered trademark of
Pratt Pharmaceuticals, a division of Pfizer Inc.

Please see adjacent brief summary of prescribing information.

New, Once-

(isradipine)5mgand10mgGfTS
controlled release tablets
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DynaCirC CR® (isradipine) Controlled Release Tablets
BRIEF SUMMARY: Please see package insert for hill prescribing information.
Caution: Federal law prohibits dispensing without prescription.
INDICATIONS AND USAGE: Hypertension: DynaCirc CR® (isradipine) is indicated in the management of hypertension.
It may be used alone or concurrently with thiazide-type diuretics.
CONTRAINDICATIONS: DynaCirc CR® (isradipine) is contraindicated in individuals who have shown hypersensitivity to
any of the ingredients in the formulation.
WARNINGS: None
PRECAUTIONS: General: Blood Pressure: Because DynaCirc CR® (isradipine) decreases peripheral resistance, like
other calcium blockers DynaCirc CR® (isradipine) may occasionally produce symptomatic hypotension. However,
symptoms like syncope and severe dizziness have rarely been reported in hypertensive patients administered
DynaCirc CR® (isradipine), particularly at the initial recommended doses (see DOSAGE AND ADMINISTRATION
In the full prescribing information).

Use in Patients with Congestive Heart Failure: Although acute hemodynamic studies in patients with congestive
heart failure have shown that immediate-release DynaCirc® (isradipine) reduced afterload without impairing myocar-
dial contractility, it has a negative inotropic effect at high doses in vitro and possibly in some patients. Caution should
be exercised when using DynaCirc CR® (isradipine) in congestive heart failure patients, particularly in combination
with a beta-blocker.

Peripheral Edema: Peripheral edema, when it occurs, is usually mild to moderate in severity. It is a localized phe-
nomenon thought to be associated with yasodilation of arterioles and other small blood vessels, and not due to left
ventricular dysfunction or generalized fluid retention. Peripheral edema is dose-related with an incidence ranging from
approximately 9% at 5 mg; 13% at 10 mg; 16% at 15 mg; and 36% at the highest dose studied (20 mg once-daily).
With patients whose hypertension is complicated by congestive heart failure, care should be taken to differentiate this
edema from the effects of decreasing left ventricular function. Although the frequency of edema is correlated with
dose, no DynaCirc CR® (isradipine) treated patients discontinued the short-term (6 weeks or less), placebo-controlled
hypertension studies as a result of edema. Less than 5% of DynaCirc CR® (isradipine) treated patients in long-term
studies discontinued due to edema.

Other: As with any other non-deformable material, caution should be used when administering DynaCirc CR® (isradipine)
in patients with pre-existing severe gastrointestinal narrowing (pathologic or iatrogenic). There have been reports of
obstructive symptoms in patients with known strictures associated with ingestion of other GITS products.
Information for Patients: DynaCirc CR® (isradipine) Controlled Release Tablets should be swallowed whole. Do not
chew, divide or crush tablets. Do not be concerned if you occasionally notice in your stool something resembling a
tablet. In DynaCirc CR® (isradipine), the medication is contained within a nonabsorbable shell that has been specially
designed to slowly release the drug for your body to absorb. When this process is completed, the empty tablet shell
is eliminated in the stool.

Drug Interactions: Nitroglycerin: Immediate-release DynaCirc® (isradipine) has been safely coadministered with
nitroglycerin.

Hydrochlorothiazide: A study in normal healthy volunteers has shown that concomitant administration of immediate-
release DynaCirc® (isradipine) and hydrochlorothiazide does not result in altered pharmacokinetics of either drug. In a
study in hypertensive patients, addition of isradipine to existing hydrochlorothiazide therapy did not result in any unex-
pected adverse effects, and isradipine had an additional antihypertensive effect.

Propranolol: In a single dose study in normal volunteers using immediate-release DynaCirc® (isradipine), co-adminis-
tration of propranolol had a small effect on the rate but no effect on the extent of isradipine bioavailability Significant
increases in AUC (27%) and C™, (58%) and decreases in W (23%) of propranolol were noted in this study.
Digoxin: The concomitant administration of immediate-release DynaCirc® (isradipine) and digoxin in a single-dose
pharmacokinetic study did not affect renal, non-renal and total body clearance of digoxin.
Fentanyl Anesthesia: Severe hypotension has been reported during fentanyl anesthesia with concomitant use of a
beta blocker and a calcium channel blocker. An increased volume of circulating fluids might be required if such an
interaction were to occur.

Carcinogenesis, Mutagenesis, Impairment ol Fertility: Treatment of male rats for 2 years with 2.5,12.5, or
62.5 mg/kg/day isradipine admixed with diet (approximately 6,31, and 156 times the maximum recommended daily
dose based on a 50 kg man) resulted in dose dependent increases in the incidence of benign Leydig cell tumors and
testicular hyperplasia relative to untreated control animals. These findings, which were replicated in a subsequent
experiment, may have been indirectly related to an effect of isradipine on circulating gonadotropin levels in the rats;
a comparable endocrine effect was not evident in male patients receiving therapeutic doses of the drug on a chronic
basis. Treatment of mice for two years with 2.5,15, or 80 mg/kg/day isradipine in the diet (approximately 6,38, and
200 times the maximum recommended dose based on a 50 kg man) showed no evidence of oncogenicity. There was
no evidence of mutagenic potential based on the results of a battery of mutagenic tests. No effect on fertility was
observed in male and female rats treated with up to 60 mg/kg/day isradipine.

Pregnancy: Pregnancy Category C: Isradipine was administered orally to rats and rabbits during organogenesis.
Treatment of pregnant rats with doses of 6,20, or 60 mg/kg/day produced a significant reduction in maternal weight
gain during treatment with the highest dose (150 times the maximum recommended human daily dose) but with no
lasting effects on the mother or the offspring. Treatment of pregnant rabbits with doses of 1,3, or 10 mg/kg/day (2.5,
7.5, and 25 times the maximum recommended human daily dose) produced decrements in maternal body weight
gain and increased fetal resorption at the two higher doses. There was no evidence of embryotoxicity at doses tested.
In a peri/postnatal administration study in rats, reduced maternal body weight gain during late pregnancy at oral
doses of 20 and 60 mg/kg/day isradipine was associated with reduced birth weights and decreased peri and post-
natal pup survival.

There are no adequate and well controlled studies in pregnant women. The use of DynaCirc CR® (isradipine) during
pregnancy should only be considered if the potential benefit outweighs potential risks.
Nursing Mothers: It is not known whether DynaCirc® (isradipine) is excreted in human milk. Because many drugs are
excreted in human milk, and because of the potential for adverse effects of DynaCirc® (isradipine) on nursing infants,
a decision should be made as to whether to discontinue nursing or discontinue the drug, taking into account the
importance of the drug to the mother.

Pediatric Use: Safety and effectiveness have not been established in children.
ADVERSE REACTIONS: In a controlled clinical trial with DynaCirc CR® (isradipine), dose-related edema occurred
at an incidence of approximately 9% at 5 mg; 13% at 10 mg; 16% at 15 mg; and 36% at the highest dose studied
(20 mg), was mild to moderate in severity, and was not related to age or gender. The incidences of elicited or volun-
teered adverse reactions (excluding non-drug related) are based on 6-week multicenter, placebo-controlled, double-
blind hypertension studies. Less than 1 % of DynaCirc CR® (isradipine) or placebo-treated patients discontinued from
these studies due to adverse reactions. The following adverse reactions have been reported by 1% or greater for
patients receiving DynaCirc CR® (isradipine) at any dose (N=422): edema 15.2%, headache 13.0%, dizziness 4.7%,
fatigue 4.3%, abdominal discomfort 2.8%, flushing 1.9%, constipation 1.7%, palpitations 1.2%, nausea 1.2%, and
abdominal distention 1.2%. The following adverse experiences were reported in 0.5%-1.0% or less of DynaCirc CR®
(isradipine) or immediate-release DynaCirc® (isradipine) treated patients in hypertensive studies, or were noted in
postmarketing experience with immediate-release DynaCirc® (isradipine) Capsules. More serious events are shown
in italics. The relationship of these adverse experiences to isradipine administration is uncertain. Skin: pruritus,
urticaria. Musculoskeletal: backache/pain, joint pain, neck pain/sore/stiff, legs ache/pain, cramps of legs/feet. Respi-
ratory: dyspnea, nasal congestion, cough. Cardiovascular epistaxis, tachycardia, chest pain, shortness of breath,
hypotension, syncope, atrial or ventricular fibrillation, myocardial infarction, heart failure. Gastrointestinal: diarrhea,
vomiting, appetite increased or decreased. Urogenital: pollakiuria, impotence, dysuria, nocturia. Central Nervous:
drowsiness, insomnia, lethargy, nervousness, libido decrease/frigidity, impotence, depression, paresthesia (which
includes numbness and tingling), transient ischemic attack, stroke. Autonomic: dry mouth, hyperhidrosis, visual
disturbance. Miscellaneous: weight gain, throat discomfort, drug fever, leukopenia, elevated liver function tests.
No gastrointestinal bleeding has been reported in clinical trials with DynaCirc CR® (isradipine) Controlled Release Tablets.
In a long-term (one-year) DynaCirc CR® (isradipine) open-label, hypertension trial, the adverse events reported were
generally the same as those seen in the short-term placebo-controlled studies. About 6% of DynaCirc CR® (isradipine)
treated patients discontinued the long-term trial due to adverse reactions.
Store and Dispense: Below 86°F (30°C) in a tight container, protected from moisture and humidity.
Sandoz Pharmaceuticals Corporation, East Hanover, New Jersey 07936
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