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r AWORLD OF DIFFERENCE T Your NIDDM* PATIENTS
ONCE-A-DAY DOSAGE.
SMOOTH CONTROL,

EXCELLENT SAFETY
PROFILE.



DIABETA

GLYBURTIDE CHLORPROPAMIDE
Tablets 1.25, 2.5 and 5 mg Tablets 100 and 250 mg
& 24-hour duration allows for X 60-72 hour duration of action
once-a-day dosage. Little risk of can lead to drug overlap and its
drug overlap. associated problems.
¢ Increases free water clearance. v 2 Stimulates ADH release
No weight gain —no edema—no and water retention.

dilutional hyponatremia.

& Very rare likelihood of embarrassing . 4 Disulfiram-like reactions
disulfiram-like reactions. are common.

&~ Excreted equally in urine and bile— {2 Excreted in urine only—risk of
risk of accumulation in patients with accumulation in patients with
nephropathy may be reduced.” nephropathy may be increased.

* Non-Insulin-Dependent Diabetes Mellitus

FCaution, of course, should be exercised in patients with renal or hepatic
impairment. “{[klll( insufficiency may diminish gluconeogenesis and also
may cause elevated blood levels of DiaBeta: both of which increase the risk of
senous hypoglycemic reactions.

As an adjunct to diet and exercise

DIA[ ETA

GLYBUTRTIDE

Tablets 1.25, 2.5 and 5 mg
Hoechst-Roussel Pharmaceuticals Inc. Hoechst | D

Somerville. New Jersey 08876
QBI6E-285 Please see next page for brief summary of Prescribing Information.
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THE WORLD'S MOST PRESCRIBED

ORAL HYPOGLYCEMIC AGENT

DiaBeta® (glyburide ) Tablets
1.25, 2.5 and 5.0 mg

INDICATIONS AND USAGE
DiaBeta® { glyburide ) is indicated as an adjunct 1o diet to lower the blood glucose in patients with non-
insulin-dependent diabetes mellitus ( T\-pe 1) whose hyperglycemia cannot be controlled by diet alone

In T ncn- insul spendent diabetes, diet should be emphasized as the
primary form of treatment. Caloric restnction and weight loss are essential in the obese diabetic patient
Proper dietary management alone may be effective in controlling the blood glucose and symptoms of
hyperglycemia. The importance of regular physical activity should also be siressed, and cardiovascular
risk factors should be identified and comective measures taken where possible

I this treatment program fails 10 reduce symptoms and/or blood glucose, the use of an oral
sullonylurea or insulin should be considered. Use of DiaBeta® ( glyburide ) must be viewed by both the
physician and patient as a treatment in addition 1o diet, and not as a substitute for diet or as a convenient
mechanism for avoiding dietary restraint. Furthermore, loss of blood glnu:u © onlml on diet alone may
be transient, thus requiring only shoe-term ad n of DiaBeta® { gh

Nonteratogenic Effects:

Prolonged severe hypoglycemia { 4 to 10 days ) has been reported in neonates bom o mothers who
were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with
the use of agents with prolonged hall-lives. I DiaBeta® { glyburide ) is used during pregnancy, it should
be discontinued at least two weeks before the expected delivery date

Nursing Mothers

Althaugh it is not known whether DiaBeta® (glyburide ) is excreted in human milk, some sulfonylureas
are known to be excreted in human milk. Because the potential for hypoglycemia in nursing infants may
exist, a decision should be made whether 1o discontinue nursing or 1o discontinue administering the
drug, taking into account the importance of the drug to the mother. If DiaBeta® ( glybunde ) is discon-
tinued and if diet alone is inadequate for controlling blood glucose, insulin therapy should be considered

PEDIATRIC

Salety and effectiveness in children have not been established

ADVERSE REACTIONS

Hypoglycemia: See PIIEEALITIOI% and OVERDOSAGE Sections
s » jaundice may occur rarely, DiaBeta® ( glyburide ) should be
discontinued if this occurs ln»m-um stinal disturbances, e g, nausea, epigastric fullness, and hearthum
are the most common reactions and occut in 1L.8% of reated patients. They tend to be dose-
related and may disappear when dosage is reduced
Dermatologic Reactlona: Allergic skin reactions, e g, pruritus, erythema, urticaria, and morbillilorm
or maculopapular eruptions, occur in 1.5% of treated patients. These may be transient and may
disappear despite continued use of DiaBeta® { glyburide ); if skin reactions persist, the drug should be
discontinued

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.

During maintenance programs, DiaBeta® ( glyburide ) should be disco lf\anr-lat tory 2
of blood glucose is no longer achieved. Judgments should be based on regular clinical and laboratory
evaluations.

In considering the use of DiaBeta® ( glvburide ) in asymptomatic patients, it should be recognized
that controlling the blood glucose in non- insulin-dependent diabetes has not been definitely established
to be effective in preventing the long-tegn cardiovascular or neural complications of diabetes.

CONTRAINIHCATIONS

DiaBeta® ( glyburide ) is contraindicated in patients with

1. Known hypersensitivity to the drug

2. Diabsetic ketoacidosis, with or without coma. This condition should be treated with insulin

WARNINGS

The admink ! olonl‘— g
increased cardi tality as P
lin. Thllmln(hhudnnlbem d ‘b)'l.hel' iversity Group D Program
(UGDP), a long-term p 1 trial designed to ﬂumddm
Inutrlngdnwllnprrwnﬂ.uur laying I lications In pati with lin

The study involved 823 pati who were randomly igned to one of
four treatment groups ( Diabetes, 19 (supp. 2): 747-830, 1970).

UGDPupormilhﬂpu mdhrﬁlosmuﬁlhdktplmaﬂxﬂldmolmlhun
mide (1.5 grams per day ) had a rate of card) maortality ag Iy 2 times that
dpﬂkmlnlledmdlﬂllone i\llplﬂmlhmelnlulﬂmutulhymmlobunul
but the use of tolk ide was di Mdonlhelncmulnwdmhrmmﬂly
thus limiting the opportunity for the study to show an | in overall lity. Despite
mmmmmmummum*mmmmmpdmmm
provide an adequate basis for this The patient should be informed of the potential
risks and advantages of DiaBeta® (glyburide ) and of al mades of th

Although only one drug in the sulfonyl class (tolb ide ) was Included in this study,
Ilhprudmlhowauhtymndpolnllnmulderthn:Ihkmmln‘wdwapplymulher
oral hypogtycemic drugs in this class, in view of thelr close similarities in mode of action and
chemical structure.

PRECAUTIONS:
General

' dm‘.lhubeeur!pomdlohenmhudwh
it with diet alone or diet plus insu-

mia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Proper patient

selection, dosage, and instructions are imporant to avoid hypoglycemic episodes. Renal or hepatic
insufficiency may cause elevated blood levels of DiaBeta® ( glyburide ) a 1 the latter may also diminish
gluconeogenic capacity, both of which increase the risk of serious hypoglycemic reactions. Elderty,
debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly
susceptible to the hypoglveemic action of glucose- lowerng drugs. Hypoglycemia may be difficult to
recognize in the elderly, and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is
maore likely 1o 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,
Loas of control of blood glucose: When a patient stabilized on any diabetic regimien is exposed to
stress such as fever, trauma, infection, or surgery, a loss of control may occur. At such times, it may be
necessary o discontinue DiaBeta® ( glyburide ) and administer insulin

The effectiveness of any oral hypogleemic drug. including DiaBeta® ( glvburide ), in lowering blood
glucose 10 a desired level decreases in many patients over a period of time, which may be due to
progression of the severity of the d of to diminished responsiveness to the drug. This phenomenon
is known as secondary failure, to distinguish it from primary failure in which the drug is ineffective inan
individual patient when first given

Information for patients

Yatients should be informed of the potential risks, advantages, alternative modes of therapy, importance
of adherence to dietary instructions, to a regular exercise program, and regular testing of unne and. or
blood glucose. Also explain to the patient and responsible lamily members, the risks of hypoghcemia
its symptoms, treatment, conditions that predispose 1o its development, and primary and secondary
failure

Laboratory Tests
Blood and urine glucose should be monitored periodically. Measurement of glvcosylated hemoglobin
may be useful

Drllu Interactions

1 emic action of sulk as may be potentiated by certain drugs including nonsteroidal
1u|| |nn.4mma|nrv agenits and other drugs that are highly protein bound, salicylates, sullonamides, chior-
amphenicol, pr\:b- necid, coumnanns, moncamine oxidase inhibitors, and beta-adrenergic blocking
agents. When such drugs are administered to a patient receiving DiaBeta® ( glyburide ), the patier
should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient rec
DiaBeta® ( glyburide ), the patient should be observed closely lor loss of control

Certain drugs tend 10 produce hv]ﬁrgrwernm and may lead 1o loss of control. These drugs include

the thiazides and other diuretics, cortic h thyruid products, estrogens, oral
contraceptives, phenytoin, nicotinic acid, wmpathomlmehrs calcium channel blocking drugs, and
isoniazid. When such drugs are administered 1o a patient receiving DiaBeta® ( glyburnde ), the patient
should be closely observed for loss of control. When such drugs are withdrawn from a patient receiving
DiaBeta®  glyburide ), the patient should be observed closely for hypoghycemia.
Carcinog is, Mutags is, and Img of Fertility
DiaBeta® ( glvburide } is non- mutagenic when studied in the Salmonella microsome test { Ames tes! )
and in the DNA damage alkaline elution assay. Studies in rats at doses up to 300 mg/ kg day for 18
months showed no carcinogenic effects.

ng

Pregnancy

Teratogenic Effects: Pregnancy Category B

Reproduction studies have been performed in rals and rabbits at doses up to 500 times the human dose
and have revealed no evidence of impaired lertility or harm to the fetus due to DiaBeta® [ glybunde )
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 elearly needed. Because recent information suggests that abnormal blood glucose
levels during pregnancy are associated with a higher incidence ol congenital abnormalities, many
experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to
normal as possible

Metabolic Reactions: Hepatic porphytia reactions hawe been reported with sullonylureas; however,

“these have not been reponed with DiaBeta® ( glybunde ) Disulfiram- like reactions have been reported

very rarely with DiaBeta® ( glyburide )

OVERDOSAGE: Overdosage can produce hypogheemia. Aggressively treat the mild symptoms ( without
loss of consciousness of neurologic findings ) with ol glucose and adjustments in drug dosage and/or
meal patterns. Continue close monitoring until patient is out of danger. Severe hypoglycemic nPau:lnmr.
with coma. seizure, or other neurological impairment, are medical emergencies

hospitalization. With hypoglycemic coma ( diagnosed or suspected ), administer npu:i -nlmwnnuq
inpection of concentrated ( 50% ) glucose solution, followed by continuous infusion of a more dilute

( 10% ) glucose solution at a rate to maintain a blood glucose level above 100 mg/dL. Monitor closely for
a minimum of 24-48 hours: hypoglveemia may recur alter apparent clinical recovery,

PRESCRIPTIONS FOR

DIABETA

GLYBURIDE
SUPPORT

[ 10 grants for diabetes education, clinical and
basic research awarded November 1984.

[J Additional grants to be awarded April 1985.

Hoechst E

Hoechst-Roussel Pharmaceuticals Inc.

erville. New Jersey 0BE76




10 MINUTES....0R'20?

How fast do you want your patients with diabetes

to correct their hypoglycemia?

Just 4 [BD]Glucose Tablets raise blood glucose
levels more than twice as fast as 24 Life Savers"®

HOC

In a controlled laboratory study, just 4 B-D Glucose Tablets o

increased blood glucose levels significantly in only 10 minutes. GNG“SE

It took 24 Life Savers—two full rolls—more than 20 minutes

to achieve the same increase.” FAST RELIEF FROM,
In addition, the Journal of the American Medical Association IRSULINRE

recently reported that 4 B-D Glucose Tablets corrected

hypoglycemia in insulin-dependent diabetes patients ‘ W5 ) Ewnm
- TAR

significantly faster than milk or orange juice.””
Depending, of course, on the severity of the

hypoglycemic episode, many patients will find 3 tablets are 3 y : &
sufficient to relieve their symptoms. | S
B-D Glucose Tablets are available from all pharmacies. . b ~— v -
ﬁ , . <+

® Easy to chew ® Convenient to carry S ak/ "K/ 4

® Individually wrapped ® Pleasant citrus flavor

* Data on file at Becton Dickinson Consumer Products,
Rochelle Park, NJ 07662

** Brodows, R.G., and others: Journal of the American

Medical Association, December 28, 1984 page 3378. —chm B-D is a trademark of Becton Dickinson and Company
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- Supply Center Network

® Specialized sales force

© 1984, Boehringer Mannheim Diagnostics, Inc.

Available through Bio-Dynamics” Diabetes Supply
Centers and most retail pharmacies. For more
information, call 1-800-858-8072.

Boehringer Mannheim
Diagnostics, Inc. u
Bio-Dynamics Division

9NS Hague Road. Indianapolis. IN 46250
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(Adapted from Peterson CM, et al')

Glucose and insulin response to three standard meals was measured at eleven time
points on the first and fifteenth days of administration of Glucotrol (glipizide) to seven
patients with NIDDM. The mean dose of Glucotral was 8.7 mg per day (0.1 mg/kg).

M Insulin levels rose markedly Il The insulin response pattern

after the first meal, then

dropped, then rose again fol-

lowing subsequent meals.

ROGRIG &

with Glucotrol closely simulates
the pattern commonly seen in
nondiabetics.
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or many NIDDM patients

Rapid, consistent therapeutic action e aim o suronyiurea

treatment should be complete normalization of glucose economy... therefore, the sulfonyl-
urea should be potent and rapid-acting. Moreover, it should have complete bioavailability in
order to minimize variations between and within individual subjects.

“Glipizide [Glucotrol] has complete bioavailability and its absorption and onset of action
are very rapid!’2

Rapid excretion, inactive metabolites s gipiide Giucotron is

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

Long'term metabO"C improvement “Long-term therapy with

glipizide, in contrast to studies of other sulfonylureas, often results in a sustained increase
in glucose-stimulated insulin secretion!’3

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

Glucotrol

(: I' " " d o-mgand 10-mg
When diet alone fails in non-insulin-dependent diabetes mellitus

Please turn page for Glucotrol® (glipizide) prescribing information.




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

WARNINGS
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR
MORTALITY: The of oral hypogly drugs has
been reported to be | with i d lar mor-
tality as compared to treatment with diet alone or diet plus insulin.
This warning is based on the study conducted by the University

reactions. Gastrointestinat complaints were reported with the following ap-
proximate incidence: nausea and diarrhea, one in seventy; constipation and
gastraigia, one in one hundred. They appedr to be dose-related and may
disappear on division or reduction of dosage. Cholestatic jaundice may
occur rarely with sulfonylureas: GLUCOTROL should be discontinued if this
occurs.
o

Group Dlabe!cs ongram (UGDP), a long-t prosp: clinical
trial d of | ing
drugs In g or q [ inp

with hi The study invob '823 pa-

tients who were rnndomly assigned to one of four treatment groups
19, supp. 2: 747-830, 1970).

GLUCOTROL?® (glipizide) TABLETS
For Oral Use

DESCRIPTION
GLUCOTROL (glipizide) is an oral blood-glucose-lowering drug of the sul-
fonylurea class.

The Chemical Abstracts name of glipizide is 1-cyclohexyl-3-[[p-[2-(5-
methylpyrazinecarboxamido)ethyljphenyi)sutionyljurea. The molecular
formula is C1Hz7N504S: the molecular weight is 445.55; the structural
formula is shown below:

N
HJC O
ONHCH,CH,@SO NHCONH
| i

Glipizide is a whitish, odoriess powder ith a melting point of 201-207°C
(dec.) and apKa of 5.9. it is insoluble in water and alcohols, but soluble in 0.1
N NaOH; itis freely soluble in dimethylformamide. GLUCOTROL tablets for
oral use are available in 5 and 10 mg strengths.

CLINICAL PHARMACOLOGY

Mechanism of Action: The primary mode of action of GLUCOTROL in
experimental animals appears to be the stimulation of insulin secretion from
the beta cells of pancreatic isiet tissue and is thus dependent on functioning
beta cetls inthe pancreatic islets. in humans GLUCOTROL appears to lower
the blood glucose acutely by stimulating the release of insulin from the
pancreas, an effect dependent upon functioning beta cells in the pancreatic
islets. The mechanism by which GLUCOTROL lowers blood glucose during
long-term administration has not been clearly established. In man, stimula-
tion of insulin secretion by GLUCOTROL in response to a meal is undoubt-
edly of major importance. Fasting insulin levels are not elevated even on
long-term GLUCOTRQL v, but the ial insulin re-
sponse continues to be enhanced after at least 6 months of treatment. The
insulinotropic response to a meal occurs within 30 minutes after an oral
dose of GLUCOTROL in diabetic patients, but elevated insulin levels do not
persist beyond the time of the meal chalienge. Extrapancreatic effects may
play a part in the mechanism of action of oral sulfonylurea hypoglycemic
drugs.

Blood sugar control persists in some patients for up to 24 hours after a
single dose of GLUCOTROL, even though plasma levels have declined to a
small fraction of peak levels by that time (see Pharmacokinetics below).

Some patients fail 1o respond initially, or gradually lose their respon-
siveness to sulfonylurea drugs, including GLUCOTROL. Alternatively,
GLUCOTROL may be effective in some patients who have not responded ar
have ceased to respond to other sulfonylureas.

Other Effects: It has been shown that GLUCOTROL therapy was effective
in controlling blood sugar without deleterious changes in the plasma lipo-
protein profiles of patients treated for NIDDM.

In a placebo-controlled, crossover study in normal volunteers,
GLUCOTROL had no antidiuretic activity, and, in fact, led to aslightincrease
in free water clearance.
Phar G inal absorption of GLUCOTROL inmanis
uniform, rapid, and essentially complete. Peak plasma concentrations oc-
cur 1-3 hours after a single oral dose. The half-life of elimination ranges from
2-4 hours in normal subjects, whether given intravenously or orally. The
metabolic and excretory patterns are similar with the two routes of admin-
istration, indicating that first-pass metabolism is not significant.
GLUCOTROL does not accumulate in plasma on repeated oral administra-
tion. Total absorption and disposition of an oral dose was unaffected by food
in normal volunteers, but absorption was delayed by about 40 minutes.
Thus GLUCOTROL was more effective when administered about 30 min-
utes before, rather than with, a test meal in diabetic patients. Protein binding
was studied in serum from volunteers who received either oral or intra-
venous GLUCOTROL and found to be 98-99% one hour after either route ot
administration. The apparent volume of distribution of GLUCOTROL after
intravenous administration was 11 liters, indicative of localization within the
extracellular fluid compartment. In mice no GLUCOTROL or metabolites
were detectable autoradiographically in the brain or spinal cord of males or
females, nor in the fetuses of pregnant females. In another study, however,
very small amounts of radioactivity were detected in the fetuses of rats given
labelled drug.

The metabolism of GLUCOTROL is extensive and occurs mainly in the
liver. The primary metabolites are inactive hydroxylation products and polar
conjugates and are excreted mainly in the urine. Less than 10% unchanged
GLUCOTROL is found in the urine.

INDICATIONS AND USAGE
GLUCOTROL is indicated as an adjunct to diet for the controi of hypergly-
cemia and its associated symptomatology in patients with non-insulin-
dependent diabetes mellitus (NIDDM:; type 11), formerly known as maturity-
onset diabetes, after an adequate trial of dietary therapy has proved
unsatistactory.

In initiating treatment for non-insulin-dependent diabetes, 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 the blood glucose and symptoms of
hyperglycemia. The importance of regular physical activity should also be
stressed. and cardiovascular risk factors should be identified, and corrective
measures taken where possible.

If this treatment program fails to reduce symploms and/or blood glucose,
the use of an oral sultonylurea or insulin should be considered. Use of
GLUCOTROL 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 conve-
nient mechanism for avoiding dietary restraint. Furthermore, loss ot blood
glucose control on diet alone also may be transient, thus requiring only
short-term administration of GLUCOTROL.

During maintenance programs, GLUCOTROL should be discontinued if
satisfactory lowering of biood glucose is no longer achieved. Judgments
should be based on regular clinical and laboratory evaluations.

In considering the use of GLUCOTROL in asymptomatic patients, it
should be recognized that controliing the blood glucose in non-insulin-
dependent diabetes has not been definitely established to be effective in
preventing the long-term cardiovascutar or neural complications of
diabetes.

CONTRAINDICATIONS
GLUCOTROL is contraindicated in patients with:
1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be
treated with insulin.

UGDP reported that patients treated for 5to 8 years with diet plus a
fixed dose of tolbutamide (1.! 5 grams per day) had a rate of car-
mortality y 212 times that of patients
treated with diet alone. A sngmﬂcan( increase ln !otal mortality was
not observed, but the use of was based on
the increase in cardiovascular mortality, thus limiting the oppor-
tunity for the study to show an increase in overall mortality. Despite
g the il of these results, the find-
ings of the UGDP sludy provide an adequate basis for this warning.
The patient should be informed of the potential risks and advan-
tages of GLUCOTROL and of alternative modes of therapy.

Allergic skin reactions inciuding erythema, morbitiitorm or
maculopapular eruptions, urticaria, pruritus, and eczema have been re-
ported in about one in seventy patients. These may be transient and may
disappear despite continued use of GLUCOTROL,; if skin reactions persist,
the drug should be discontinued. Porphyria cutanea tarda and photosen-
sitivity reactions have been reported with sulfonylureas.

: agranul thrombocytopenia, hemolytic
anemia, aplastic anemia, and pancytopenia have been freported with
sulfonylureas.

Metabolic: Hepatic porphyria and disulfiram-like reactions have been re-
ported with sulfonylureas. In the mouse, GLUCOTROL pretreatment did not
cause an accumulation of acetaldehyde after ethano! administration.
Clinical experience 1o date has shown that GLUCOTROL has an extremety
low incidence of disulfiram-like alcohol reactions.

Miscellaneous: Dizziness, drowsiness, and headache have each been
reported in about one in fifty patients treated with GLUCOTROL. They are
usually transient and seldom require discontinuance of therapy.

Although only one drug in the y class {
was included in this study, it is prudent from a safety standpoint to
consider that this warning may also apply to other aral hypogly-
cemic drugs in this class, in view of their close similarities in mode
of action and chemical structure.

PRECAUTIONS
General

Renal and Hepatic Disease: The metabolism and excretion of
GLUCOTROL may be slowed in patients with impaired renal and/or hepatic
tunction. It hypoglycemia should occur in such patients, it may be prolonged
and appropriate management shouid be instituted.

Hypoglycemia: All sulfonylurea drugs are capable of producing severe
hypoglycemia. Proper patient selection, dosage, and instructions are impor-
tant to avoid hypoglycemic episodes. Renal or hepatic insufficiency may
cause elevated blood levels of GLUCOTROL and the latter may also dimin-
ish gluconeogenic capacity, both of which increase the risk of serious hypo-
glycemic reactions. Elderly, debilitated or mainourished patients, and those
with adrenal or pituitary insufficiency are particularly susceptible to the
hypoglycemic action of glucose-| g drugs. Hypoglycemia may be
difficult to recognize in the elderly, and in people who are taking beta-
adrenergic blocking drugs. Hypoglycemia is more likely 10 occur when
caloric intake is deficient, atter severe or prolonged exercise, when alcohol
is ingested, or when more than one glucose-lowering drug is used.

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 loss of contro! may occur. At such times, it may be necessary to
discontinue GLUCOTROL and administer insulin.

The effectiveness of any oral hypoglycemic drug, including
GLUCOQTROL, in lowering blood glucose to a desired level decreases in
many patients over a period of time, which may be due to progression of the
severity of the diab: orto respol to the drug. This
phenomenon is known as secondary failure, to distinguish it from primary
failure in which the drug is ineffective in an individual patient when first given.
Laboratory Tests: Blood and urine glucose should be monitored
periodically. Measurement of glycosylated hemoglobin may be useful.
Information for Patients: Patients should be informed of the potential
risks and advantages of GLUCOTROL and of alternative modes of therapy.
They should also be informed about the importance of adhering to dietary
instructions, of a regular exercise program, and of regular testing of urine
and/or blood glucose

The risks of hypoglycemia, its symptoms and treatment, and conditions
that predispose to its development shouid be explained to patients and
responsible family members. Primary and secondary failure should aiso be
explained.

Drug Inter : The action of sulfonylureas may be
potentiated by cenam drugs mclud\ng nonsteroidal anti-inflammatory
agents and other drugs that are highly protein bound, salicylates, sul-
fonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase
inhibitors, and beta adrenergic biocking agents. When such drugs are
administered to a patient receiving GLUCOTROL., the patient should be
observed closely for hypogtycemia. When such drugs are withdrawn from a
patient receiving GLUCOTROL, the patient should be observed closely for
ioss of control. /n vitro binding studies with human serum proteins indicate
that GLUCOTROL binds differently than tolbutamide and does not interact
with salicylate or dicumarol. However, caution must be exercised in extrapo-
lating these findings 1o the clinical situation and in the use of GLUCOTROL
with these drugs.

Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, cortico-
steroids, phenothiazines, thyroid products, estrogens, oral contraceptives.
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking
drugs, and isoniazid. When such drugs are administered to a patient receiv-
ing GLUCOTROL, the patient should be closely observed for loss of control.
When such drugs are withdrawn from a patient receiving GLUCOTROL, the
panenl should be observed closely for hypoglycemia.

‘Impairment of Fertility: A twenty
mon(h sludy in rats and an enghleen month study in mice at doses up to 75
times the maximum human dose revealed no evidence of drug-related
carcinogenicity. Bacterial and in vivo mutagenicity tests were uniformly
negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to
be mildly fetotoxic in rat reproductive studies at all dose levels (5-50 mg/kg).
This fetotoxicity has been similarly noted with other sulfonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be
directly related to the pharmacologic (hypoglycemic) action of
GLUCOTROL. In studies in rats and rabbits no teratogenic effects were
found. There are no adequate and well controlled studies in pregnant
women. GLUCOTROL should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Because recent information suggests that abnormal biood glucose levels
during pregrrancy are associated with a higher incidence of congenital~
abnormalities, many experts recommend that insulin be used during preg-
nancy to maintain blood glucose levels as close o narmal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia (4 to 10 days)
has been reported in neonates born to mothers who were receiving a
sulfonylurea drug at the time of delivery. This has been reported more
frequently with the use of agents with prolonged half-lives. It GLUCOTROL
is used during pregnancy, it should be discontinued at least one month
before the expected delivery date.

Nursing Mothers: Although it is not known whether GLUCOTROL is ex-
creted in human milk, some sulfonylurea drugs are known to be excreted in
human milk. Because the potential for hypoglycemia in nursing infants may
exist, 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. If the drug is discontinued and if diet alone is inadequate for
controlling blood glucose, insulin therapy should be considered.
Pediatric Use: Safety and effectiveness in children have not been
established.

ADVERSE REACTIONS
In U.S. and foreign controlled studies, the frequency of serious adverse
reactions reported was very low. Of 702 patients, 11.8% reported adverse
reactions and in only 1.5% was GLUCOTROL discontinued
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
inal disturbances are the most common

L y Tests: The pattern of laboratory test abnormalities observed
with GLUCOTROL was similar to that for other sulfonylureas. Occasional
mild to moderate elevations of SGQOT, LDH, alkaline phosphatase, BUN and
creatinine were noted. One case of jaundice was reported. The relationship
of these abnormalities to GLUCOTROL is uncertain, and they have rarely
been associated with clinical symptoms.

OVERDOSAGE
There is no well documented experience with GLUCOTROL overdosage.
The acute oral toxicity was extremely low in all species tested (LD greater
than 4 g/kg).

Overdosage of sulfonylureas including GLUCOTROL tcan produce hypo-
glycemia. Mild hypoglycemic symptoms without loss of consciousness or
neurologic findings shouid 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 of danger.
Severe hypoglycemic reactions with coma, seizure, or other neurological
impairment occur infrequently, but constitute medical emergencies requir-
ing immediate hospitalization. If hypoglycemic coma is diagnosed or sus-
pected, the patient should be given a rapid intravenous injection of
concentrated {50%) glucose solution. This should be followed by a continu-
ous infusion of a more dilute (10%) glucose solution at a rate that will
maintain the blood glucose at a level above 100 mg/dL. Patients should be
closely monitored for a minimum of 24 to 48 hours since hypoglycemia may
recur after apparent clinical recovery. Clearance of GLUCOTROL from
plasma would be prolonged in persons with liver disease. Because of the
extensive protein binding of GLUCOTROL(glipizide), dialysis is unlikely
1o be of benefit.

DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the management of diabetes meflitus
with GLUCOTROL or any other hypoglycemic agent. In addition to the usua!
momtorlng of urinary glucose the patients blood glucose must also be
the minimum effective dose for the
patient; to detect pnmary lallure i.e., inadequate lowering of blood glucose
at the maximum recommended dose of medication; and 1o detect second-
ary failure, i.e., loss of an adequate blood-glucose-lowering response after
an initial period of effectiveness. Glycosylated hemoglobin levels may also
be of value in monitoring the patient's response to therapy.

Short-term administration of GLUCOTROL may be sufficient during peri-
ods of transient loss of control in patients usually controlled well on diet.

in general, GLUCOTROL should be given approximately 30 minutes
before a meal to achieve the greatest reduction in postprandiat
hyperglycemia.

Initial Dose: The recommended starting dose is 5 mg, given before break-
fast. Geriatric patients or those with liver disease may be started on 2.5 mg.
Titration: adjustments should ordinarily be in increments of 2.5-5 mg,
as determined by blood glucose response. At least several days should
elapse between titration steps. If response to a single dose is not satisfac-
tory, dividing that dose may prove effective. The maximum recommended
once daily dose is 15 mg. Doses above 15 mg should ordinarily be divided
and given before meals of adequate caloric content. The maximum recom-
mended total daily dose is 40 mg.

Maintenance: Some patients may be effectively controlied on a once-a-
day regimen, while others show better response with divided dosing. Total
daily doses above 15 mg should ordinarily be divided. Total daily doses
above 30 mg have been safely given on a b.i.d. basis to long-term patients.

In elderly patients, debilitated or malnourished patients, and patients with

impaired renal or hepatic function, the initial and maintenance dosing
should be conservative to avoid hypoglycemic reactions (see PRECAU-
TIONS section).
Patients Receiving Insulin: As with other sulfonylurea-class hypogly-
cemics, many stable non-insulin-dependent diabetic patients receiving in-
sulin may be safely placed on GLUCOTROL. When transferring patients
from insulin to GLUCOTROL, the following general guidelines should be
considered:

For patients whose daily insulin requirement is 20 units or less,
insulin may be discontinued and GLUCOTROL therapy may
begin at usual dosages. Several days should eiapse between
GLUCOTROL titration steps.

For patients whose daily insulin requirement is greater than 20
units, the insulin dose should be reduced by 50% and
GLUCOTROL therapy may begin at usual dosages. Subsequent
reductions in insulin dosage should depend on individual patient
response. Several days should elapse between GLUCOTROL
titration steps.

During the insulin withdrawal period, the patient should test urine sam-

ples for sugar and ketone bodies at least three times daily. Patients should
be instructed to contact the prescriber immediately if these tests are abnor-
mal. In some cases, especially when patient has been receiving greater
than 40 units of insulin daily, it may be advisable to consider hospitalization
during the transition period.
Patients Receiving Other Oral Hypoglycemic Agents: As with other
sulfonylurea-class hypoglycemics, no transition period is necessary when
transferring patients to GLUCOTROL. Patients should be observed carefully
{1-2 weeks) for hypoglycemia when being transterred from longer half-life
sulfonylureas (e.g., chiorpropamide) to GLUCOTROL due o potential over-
lapping of drug effect.

HOW SUPPLIED
GLUCOTROL is available as white, dye-free, scored diamond-shaped tab-
lets imprinted as follows: 5 mg tablet-Pfizer 411 (NDC 5 mg 0049-4110-66)
Botties of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg 0049-4120-66) Bottles
of 100.
RECOMMENDED STORAGE: Store below 86°F (30°C).
CAUTION: Federal law prohibits dispensing without prescription.
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A division of Pfizer Pharmaceuticals
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If any of your
patients are among
the more than

12 million Americans

with diabetes...

you'll want to keep up with the latest, most
comprehensive information in the field of
diabetes by becoming a Professional Member
of the American Diabetes Association.

As the nation’s oldest and largest voluntary
health organization devoted to the fight
against diabetes, the American Diabetes
Association is committed to keeping pace
with the newest findings in diabetes research
and the rapidly changing technology of dia-
betes care. When you become a Professional
Member of the American Diabetes Association
you'll benefit from this commitment by
receiving these 5 ADA publications:

B DIABETES CARE (with supplements), the
unique bimonthly publication for health care
professionals aimed at improving the care of
patients with diabetes through the presen-
tation of research advances with clinical
relevance.

B CLINICAL DIABETES, the bimonthly
newsletter for the primary care physician that
highlights, in a clear, jargon-free style, cur-
rent scientific information and clinical find-
ings about diabetes as they apply to the care
of the patient.

B DIABETES FORECAST, the bimonthly

magazine with treatment and research news
for people with diabetes and their families.
B DIABETES (with supplements),the
monthly journal featuring major scientific
papers and review articles written for the
physician and those in other scientific fields
concerned with diabetes and related endo-
crine and metabolic disorders.

B DIABETES '85, the quarterly newsletter
that provides brief, basic information about
diabetes care for people who live with diabetes.

AND PROFESSIONAL MEMBERSHIP
PROVIDES YOU WITH:

B educational opportunities and savings with
reduced registration fees for ADA’s scientific
meetings throughout the year

B membership in Councils, which are a
forum for discussing new findings and
information with colleagues in specific areas
of diabetes research and care

PLUS MEMBERSHIP ENTITLES YOU TO:

B receipt of the Annual Professional Mem-
bership Directory (published each spring)
B membership in your local ADA Affiliate
B receipt of the Professional Section
Newsletter (published quarterly)

B eligibility for ADA research grants and
awards

To receive a Professional Membership
application, return the coupon below or write
to the ADA, Professional Membership Section,
2 Park Avenue, New York, New York 10016.
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The Best There Is.

The needle on every other insulin
syringe has been surpassed by the
advanced B-D MICRO-FINE I needle...
a unique achievement in injection comfort.

Tests with hundreds of insulin users
prove conclusively that they have never
before experienced such ease with their
injections. Some typical comments: “It's
like no injection at all”...“It's a much easier
injection”.

Finest Insulin Syringe Needle

Ever Made.

MICRO-FINE III is made with the
highest quality surgical-grade stainless
steel...tempered and honed to incredible
fineness and strength. Result: the thinnest,
finest, sharpest needle for unequalled
injection comfort.

MICRO-BONDED" Lubrication
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For Extra Comfort. America’s Most Recommended
An exclusive B-D process keeps the Sy ringes.
lubrication on the needle even after it has Doctors, nurses and pharmacists rec-
pierced the insulin vial stopper—and, ommend B-D syringes above all others.
during the injection—for smoother, more And B-D syringes are used most in
effortless injections. hospitals—trusted most by insulin users.

The B-D MICRO-FINE Il Needle — Overwhelmingly Preferred By Insulin Users For Unequalled Injection Comfort

Better
Diabetes
B-D. MICRO-FINE 1II, and MICRO-BONDED are trademarks of Becton Dickinson and Company. Care
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There's no doubt about it. Diagnoses of diabetes
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more than ever before — every practical source of as-
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And drug therapy.
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A winning combination with

Chemstrip bG 50s
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simple to use...Needs no water... A cinch to calibrate...
Accurate...Portable... Affordable.

one Strip...One System for Maximum Flexibility
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etail pharmacies. For more information call 1-800-858-8072.
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