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competitive or complementary?

H3C-<'
 XVSO2-NH-C-NH-CH2(CH2)2CH3

Orinase O

Upjohn makes two oral hypoglycemic agents
—in fact, two sulfonylureas. They form a
"therapeutic team." Between them, these
drugs can cover the treatment needs for a
majority of stable, maturity-onset
diabetics.
Orinase® (tolbutamide
is the "senior" sul- ^*—/Toimase
fonylurea, widely used as an oral drug
of choice in the newly diagnosed, adult
patient. A standard of comparison for
effectiveness and safety, Orinase has had
more than nine years of highly success-
ful use in the hands of thousands
of physicians caring for hun-
dreds of thousands of diabetic
patients.Orinase stands out
among oral hypoglycemic
agents for its degree of
freedom from toxicity and
excessive hypoglycemia.
Tolinase®(tolaza-
mide), a comparatively
new sulfonylurea, is
recommended for
use in the stable, ©1967 by The Upjohn Company



maturity-onset diabetic who shows signs
of unsatisfactory control or untoward re-
actions on a previously used oral agent.
Of such difficult-to-control patients,
about one-third can be
expected to respond
favorably to
Tolinase, but this
"salvage" rate may not
be sustained and some
patients will even-
tual ly f a i l . And,
once-a-day dosage is
effective dosage in most
Tolinase-responsive patient s —of ten a
desirable at tr ibute in switching (or
starting) oral therapy.
In summary, Orinase and Tolinase are com-
plementary agents for oral therapy in sta-

ble, maturity-onset diabetes. I a can
be valuable in your practice. " ever,

it is essential to be familiar with
indications, limits

of application,
and criteria
for selection
of patients.

Please turn
the page for
more product
information.



for stable, maturity-onset diabetes

many patients

Orinase
(toUnitamide)
0.5 Gm. tablets
Contraindications: As sole therapy in juvenile diabetes and
unstable or brittle diabetes which require insulin; tolbuta-
mide may be used adjunctively. Diabetes complicated by
acidosis, ketosis or coma; severe renal insufficiency or per-
sistent skin reactions.
Pregnancy Warning: Tolbutamide has feticidal and terato-
genic effects in animals at doses of 1000 to 2500 mg./kg.
per day. Safety and usefulness during pregnancy not yet
established; not recommended in obstetrical patients.
Precautions: Observe all measures indicated with insulin. In-
struct patient fully concerning his disease and consequences
of dietary neglect, careless attitude, failure to follow instruc-
tions concerning weight control, exercise, hygiene, avoidance
o'f infection and need for informing physician of any unusual
feeling. Teach patient to recognize and counteract impending
hypoglycemia and test for glycosuria and ketonuria. Acute
complications such as fever, severe trauma, major surgery,
severe diarrhea, nausea or vomiting may require supplemen-
tal insulin.
During insulin withdrawal, take care to avoid ketosis, acidosis
and coma. Thiazide diuretics may aggravate diabetes result-
ing in increased tolbutamide requirement or loss of control;
administer with caution to patients on tolbutamide. Careful
observation and dosage adjustment essential in patients with
impaired hepatic and/or renal function and debilitated, mal-
nourished or semi-starved patients because of increased
danger of severe hypoglycemia, which may require several
days to correct.
Adverse Reactions: Severe hypoglycemia, which may mimic
acute neurologic disorders, such as cerebral thrombosis, is
uncommon, but hepatic and/or renal disease, malnutrition,
debility, advanced age, alcoholism, adrenal and pituitary in-
sufficiency may predispose to it. The following may prolong
or enhance the action of tolbutamide and increase the risk of
hypoglycemia: insulin, phenformin, sulfonamides, oxyphen-
butazone, phenylbutazone, salicylates, probenecidand mono-
amine oxidase inhibitors.
Tolbutamide, in high doses, is mildly goitrogenic in animals.
In humans reduction of RAI uptake after long use, without
evidence of hypothyroidism or thyroid enlargement, has
been reported. Photosensitivity reactions and disulfiram-like
reactions have occurred after ingestion of alcohol. Crystal-
luria or other renal effects have not been observed. Jaundice
rare; has cleared after drug withdrawal. In persistent jaundice,
ruile out carcinoma of pancreas or other obstructive lesions
of the bile duct. Leukopenia, agranulocytosis, thrombocyto-
penia and hemolytic anemia have been reported. Other re-
actions usually mild—headache, nausea, epigastric fullness,
heartburn—frequently disappear when dosage reduced or
given in divided doses with meals. Allergic skin reactions
(pruritus, erythema, and urticarial, morbilliform, or maculo-
papular eruptions) frequently disappear with continued ad-
ministration; if persistent, discontinue Orinase.

Supplied: 0.5 Gm. scored tolbutamide tablets in bottles of
50, 200 and 500.
JA67-696* ©1967 by The Upjohn Company

some patients

Tolinase
(tolazamide)
250 mg. tablets

Contraindications: Do not use in juvenile or labile (brittle)
diabetes or in diabetics undergoing surgery or those with in-
fections, severe trauma, ketosis, acidosis or coma, or a his-
tory of repeated ketoacidosis. Do not use in patients with
renal, hepatic or endocrine disease or uremia.
Safety and usefulness during pregnancy not established; not
recommended in obstetrical patients.
Precautions: Observe all measures indicated with insulin or
other sulfonylureas. Instruct patient fully concerning his dis-
ease, how to prevent and detect complications, and conse-
quences of dietary neglect, careless attitude, importance of
weight control, exercise, hygiene, avoidance of infection and
need for informing physician of any unusual feeling. Teach
patient to recognize and counteract impending hypoglycemia
and how and when to test for glycosuria and ketonuria.
During insulin withdrawal, take care to avoid ketosis, acidosis
and coma. Patients previously treated with phenformin plus
sulfonylureas, being transferred to tolazamide, should be
carefully observed during the transitional period. Thiazide
diuretics may aggravate diabetes increasing sulfonylurea re-
quirements, administer with caution to patients on tolaza-
mide. Careful observation and dosage adjustment is essen-
tial in debilitated, malnourished or semi-starved patients, or
patients not eating properly, because of the increased pos-
sibility of severe hypoglycemia, which may require corrective
therapy. Advanced age, alcoholism, hepatic and renal dis-
ease, adrenal and pituitary insufficiency may also predis-
pose to severe hypoglycemia which may mimic acute neuro-
logic disorders such as cerebral thrombosis. The following
may enhance or prolong the action of tolazamide and in-
crease the risk of hypoglycemia: insulin, phenformin, sul-
fonamides, oxyphenbutazone, phenylbutazone, salicylates,
probenecid and monoamine oxidase inhibitors.

Adverse Reactions: Hypoglycemia observed in 2.2% of cases.
When mild to moderately severe, alleviated by reducing dose
(see under Precautions for factors increasing danger of hypo-
glycemia). Less frequently, gastrointestinal — nausea, vomit-
ing, gas; dermal reactions—rash, and pruritus. Others possi-
bly not drug related—weakness, fatigue, dizziness, vertigo,
malaise and headache.
Although not demonstrated to be drug related, leukopenia
occurred in a few patients, but the count returned to normal
with continued administration of drug.
Transient elevations in alkaline phosphatase values may be
associated occasionally with sulfonylurea therapy, but may
not be drug related.
Although disulfiram-like alcoholic flushes have not been re-
ported with Tolinase, the possibility should be kept in mind.
Supplied: 100 mg. and 250 mg. compressed, scored tablets
in bottles of 50.
For more detailed information on these products, consult
your Upjohn representative or see the package circular.

THE UPJOHN COMPANY, I
Upjohn
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Twelve to twenty-four-hour
duration of action

Cumulative effect
is minimized

As is true of a long-acting agent, one tablet of
Dymelor is usually sufficient to provide control of
blood sugar throughout the day and the night in
most maturity-onset stable diabetics.1'2 (In one
series of 618 patients, "good" to "excellent" con-
trol was obtained in 89 percent on once-daily
dosage.3) The possibility of missed doses is mini-
mized, and the patient need not carry additional
medication during the day.1

As with a short-acting agent, a cumulative effect
ordinarily may not be expected with Dymelor,
because most of it is excreted over a twenty-four-
hour period. Metabolic studies with acetohexa-
mide-Cu in both normal and diabetic human sub-
jects demonstrate that, on the average, 80 to 85
percent of a single 1-Gm. oral dose of Dymelor can
be recovered in the urine and stool within twenty-
four hours.4



Cost of therapy is
usually reduced

Because of its relative potency, Dymelor may con-
trol many patients at approximately one-half the
dosage level of certain previous therapy. Translated
into prescription expense, the savings to the pa-
tient might reasonably amount to 50 percent—a
matter of significance to those on lifelong therapy.
References: 1. Wood, F. C, Jr., and Williams, R. H.: Oral Drug
Therapy of Diabetes MeUitus, GP, 33:128 (April), 1966. 2. Berg-
lund, B., and Jakobson, T.: Comparison of Acetohexamide with
Other Sulfonylurea Compounds in the Treatment of Diabetes Melli-
tus, Acta med. acandinav., 178:135,1965. 3. Data on file at the Lilly
Research Laboratories. 4. Galloway, J. A., et al.: The Metabolism
of Acetohexamide in Man, Diabetes, 14:456, 1965.

Dymelor combines
benefits of
both the short
and the long-acting
sulfonylureas

No. l««le

© TABLETS

DYMELOR
ACETOHEXAMIDE

^ ^ 5OO mg. Q TABLETS

DYMELOft
ACITOHtXAMIOt

25O mg.

DYMELOR
ACETOHEXAMIDE

(See next page for prescribing information.)



Dymelor®—to combine benefits of both the short
and the long-acting sulfonylureas

Description: Dymelor is an oral hypoglycemic
sulfonylurea effective in stable diabetes mellitus.
It is not an oral Insulin. Sulfonylurea drugs, as
a group, lower blood sugar primarily by stimu-
lating the release of endogenous insulin and sec-
ondarily by inhibiting release of glucose from
liver glycogen.

Indications: Dymelor is indicated in stable, ma-
turity-onset, nonketotic diabetes not controlled
solely by diet. Given alone or with phenformin,
it may result in resumption of response to oral
therapy in certain patients who fail to be con-
trolled initially or secondarily by other oral agents.

There is no contraindication to trial of Dymelor
and Insulin in patients whose response to Insulin
alone is unsatisfactory. However, since better
control is rarely accomplished, the addition of a
sulfonylurea should not be a substitute for in-
creased attention to diet and other factors in
control of diabetes.

Therapeutic trial is the only reliable method
of patient selection. During trial of perhaps one
week, absence of glycosuria and ketonuria, to-
gether with satisfactory control of hyperglycemia
or maintenance of previously satisfactory control,
indicates response. Appearance of glycosuria and
ketonuria after withdrawal of Insulin and initia-
tion of Dymelor suggests a need for dosage ad-
justment or possibly a poor response to Dymelor.
In the absence of clinical improvement after dos-
age adjustment, therapy with Insulin is usually
indicated.

Insulin is standard therapy during stress, com-
plications, infections, and surgery. Dymelor can
be continued, if tolerated, and Insulin given as
supportive treatment.

Contraindications: Juvenile, brittle, unstable, or
severe diabetes (on occasion, Dymelor may be
given jointly with Insulin); diabetes complicated
by acidosis, ketosis, coma, major surgery, infec-
tions, gangrene, or severe trauma; pregnancy;
renal glycosuria; hyperglycemia associated with
uremia; nondiabetic conditions.

Precautions: Inappropriate dosage may result in
severe and prolonged hypoglycemia. Treat im-
mediately with intravenous hypertonic glucose so-
lution (10 to 50 percent), and continue until hypo-
glycemia subsides.

New diabetics starting on Dymelor must re-
ceive full instructions in the management of dia-
betes, prevention of complications, diet, personal
hygiene, methods of testing for glycosuria and

ketonuria, and the causes, signs, and prevention
of hypoglycemia. A regular follow-up regimen
with the physician is imperative.

Use Dymelor with care in patients with hepatic
or renal impairment, acute alcoholism, adrenal
or pituitary insufficiency, or porphyria; in those
who are elderly, debilitated, malnourished, or
semistarved; and in patients on antimicrobial sul-
fas, phenylbutazone, or probenecid. Administer
thiazide diuretics with caution to patients on
sulfonylurea therapy.

Very rarely, patients receiving sulfonylureas
have experienced "disulfiram reactions" follow-
ing ingestion of alcohol. Sulfonylureas may have
an antithyroid effect.
Adverse Reactions: In the changeover from In-
sulin to Dymelor, hypoglycemia can occur while
both drugs are given simultaneously. Follow dos-
age recommendations in package literature.

Occasional side-effects are G.-I. disturbances,
including nausea and gastritis; cutaneous mani-
festations of hypersensitivity, characterized by
maculopapular skin eruption or other derma-
toses; headache, nervousness, and tingling, all
possibly related to hypoglycemia; and elevations
in alkaline phosphatase. Rarely, photosensitivity
reactions, bleeding from the upper G.-I. tract,
jaundice, thrombocytopenia, pancytopenia,
agranulocytosis, leukopenia, hemolytic anemia,
or aplastic anemia may occur.
Administration and Dosage: There can be no fixed
dosage of Dymelor or Insulin. Daily dosage of
Dymelor may range between 250 mg. and 1.5
Gm. No loading dose is required. Doses in ex-
cess of 1.5 Gm. daily are not recommended.

Patients on 1 Gm. or less daily can be con-
trolled with once-daily dosage. Patients receiving
1.5 Gm. daily usually benefit from twice-daily
dosage, given before the morning and evening
meals. Dymelor may be used with phenformin
as well as with Insulin.

For full prescribing information for new cases
of diabetes, elderly diabetics, patients on Insulin,
and those transferring from other oral agents,
see package literature.
How Supplied: Tablets, 250 mg., White (scored),
and 500 mg., Yellow (scored), in bottles of 50,
200, and 500. [020667]

DYMELOK
ACETOHEXAMIDE

®

Additional information available to physicians upon request. Eli Lilly and Company, Indianapolis, Indiana 46206.



Easy accuracy
Match the color, read the result—in seconds—of urine-sugar determinations
with CLINITEST® Reagent Tablets. Six significant colorimetric findings are
possible from this test—a distinct negative, and five reliable semiquantitative
readings: trace (V4%); 1 plus (V2%); 2 plus (3/4%); 3 plus (1%), and 4 plus
(2%). Easy to perform, the test may be performed with equal facility in the
office, clinic, or at the patient's bedside. CLINITEST is especially useful for
testing when the amount of "urine-sugar spill" must be known, such
as in the newly diagnosed or juvenile diabetic, or in any severe or STJ\
brittle case. In such patients, accuracy in readings is important. ^ ^
AMES COMPANY, Division Miles Laboratories, Inc., Elkhart, Indiana. A m e s
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DBI-TD Lowers Blood Sugar
in a Unique Way
DBI-TD acts independently of the pancreatic islet cells to
promote increased glucose utilization in skeletal muscle.'''
Endogenous insulin, which is often present in excess
in the overweight stable adult diabetic,3 4 is apparently
inefficient in transporting glucose into skeletal muscle.5'6

DBI-TD may supplement the action of endogenous
insulin and compensate for its |3uffeiologic inefficiency
with respect to glucose utilization in muscle.1'2'6

CONCLUSION: DBI-TD acts directly to enhance muscle
glucose utilization, whereas sulfonylureas appearto
depend upon a supply of insulin releasable from
the patient's pancreas for their hypoglycemic effect.
Unlike injected insulin or the endogenous insulin
released under the stimulus of the sulfonylureas,
DBI-TD does not promote the conversion of glucose
to fat or prevent the mobilization of fatty acids
from the adipose tissue depots of the body.



ThisisWhyDBI-TD
should be your
Drug of First Choice
for Most Stable
Adult Diabetics
•who are overweight
and diet-unresponsive

DBI-TD
(phenformin HCI)timed-disintegration capsules 50 mg.

1

among oral hypoglycemic agents...
provides more benefits for most stable adult diabetics
• Lowers blood sugar
• Increases muscle glucose utilization
• Reduces insulin oversecretion
• Promotes gradual weight loss*
*Although anorexia has been suggested as a possible basis
for weight loss, controlled studies do not support this. In
nondiabetic subjects who are overweight, comparable doses
of DBI-TD do not induce weight loss or lower blood sugar.

Dosage: 1 to 3 capsules daily.
Side Effects: Gastrointestinal,
occurr ing more often at
higher dosage levels, abate
promptly upon dosage reduc-
tion or temporary withdrawal.
Precautions: Occasionally an
insulin-dependent patient will
show "starvation" ketosis

tacetonuria without hyperglycemia) which must be differentiated
from "insulin lack" ketosis which is accompanied by acidosis,
and treated accordingly. Lactic acidosis has been reported in
nondiabetics and diabetics treated with insulin, with diet, and
with DBI. Question has arisen regarding possible contribution
of DBI to lactic acidosis in patients with renal impairment and
azotemia and also those with severe hypotension secondary to
myocardial or bowel infarction. Periodic B.U.N. determination
should be made when DBI is administered in the presence of
chronic renal disease. DBI should not be used when there is
significant azotemia. Any cardiovascular lesion that could result
in severe or sustained hypotension, which may itself lead to

development of lactic acidosis, should be considered cause for
immediate discontinuation of DBI at least until normal blood
pressure has been restored and is maintained without vaso-
pressors. Should lactic acidosis occur from any cause, vigorous
attempts should be made to correct circulatory collapse, tissue
hypoxia, and pH. Contraindications: Severe hepatic disease,
renal disease with uremia, cardiovascular collapse. Not recom-
mended without insulin in acute complications of diabetes
(metabolic acidosis, coma, severe infections, gangrene, surgery).
Pregnancy Warning: During pregnancy, until safety is proved,
use of DBI, like other oral hypoglycemic drugs, is to be avoided.
Also available: DBI tablets 25 mg. Consult product brochure.
References: 1. Butterfield, W.J.H. and Whichelow, M.J.: Diabetes
11:281, 1962. 2. Searle, G.L and Cavalieri, R.R.: Presented at
26th Ann. Meet. Amer. Diabetes Ass., Chicago, June 25-26,
1966. 3. Yalow, R.S. and Berson, S.A.: Diabetes 9:254, 1960.
4. Grodsky, G.M. et al.: Metabolism 12:278, 1963. 5. Gundersen,
K. and Antoniades, H.: Proc. Soc. Exp. Biol. Med. 104:411, 1960.
6. Williams, R.H.: Textbook of Endocrinology, Ed. 3, Philadel-
phia, Saunders, 1962.

U. S. Vitamin and Pharmaceutical Corporation, New York, NewYork 1OO17



when treatment
might precipitate
aproblem
with monilia

especially in
elderly or
debilitated
patients

and in diabetics—patients with a history of fungal overgrowth—
patients on steroids who require antibiotics. The antimonilial
specificity of Nystatin plus the extra benefits of DECLOMYCIN
Demethylchlortetracycline allow lower mg intake per dose per
day, higher activity levels, 1-2 days' "extra" activity.
Effective in a wide range of everyday infections—respiratory, urinary tract and
others—in the young and aged—the acutely or chronically ill—when the offending
organisms are tetracycline-sensitive.
Contraindications: History of hypersensitivity to demethylchlortetracycline or
nystatin.
Warning: In renal impairment, usual doses may lead to excessive systemic ac-
cumulation and liver toxicity. Under such conditions, lower than usual doses are
indicated, and, if therapy is prolonged, serum level determinations may be advis-
able. A photodynamic reaction to natural or artificial sunlight has been observed.
Small amounts of drug and short exposure may produce an exaggerated sunburn
reaction which may range from erythema to severe skin manifestations. In a
smaller proportion, photoallergic reactions have been reported. Patients should
avoid direct exposure to sunlight and discontinue drug at the first evidence of
skin discomfort. Necessary subsequent courses of treatment with tetracyclines
should be carefully observed.
Precautions: Overgrowth of nonsusceptible organisms may occur. Constant ob-
servation is essential. If new infections appear, appropriate measures should be
taken. In infants, increased intracranial pressure with bulging fontanels has
been observed. All signs and symptoms have disappeared rapidly upon cessation
of treatment.
Side Effects: Gastrointestinal system—anorexia, nausea, vomiting, diarrhea,
stomatitis, glossitis, enterocolitis, pruritus ani. Skin—maculopapular and erythe-
matous rashes. A rare case of exfoliative dermatitis has been reported. Photo-
sensitivity: onycholysis and discoloration of nails (rare). Kidney—rise in BUN,
apparently dose related. Hypersensitivity reactions — urticaria, angioneurotic
edema, anaphylaxis. Teeth—dental staining (yellow-brown) in children of mothers
given this drug during the latter half of pregnancy, and in children given the
drug during the neonatal period, infancy and early childhood (up to 12 years).
Enamel hypoplasia has been seen in a few children. If adverse reaction or
idiosyncrasy occurs, discontinue medication and institute appropriate therapy.
Average Adult Daily Dosage: 150 mg q.i.d. or 300 mg b.i.d. Should be given 1
hour before or 2 hours after meals, since absorption is impaired by the concomi-
tant administration of high calcium content drugs, foods and some dairy products.

LEDERLE LABORATORIES, A Division of American Cyanamid Company, Pearl River, New V o r k |
436-7—4909
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Out of 85,000
patients taking this
loading dose not one
case of vomiting
was reported...*

The low osmotic
pressure of the
formula** made the
difference

Glucose solutions, no matter how good
they taste, have a high osmotic
pressure. High osmotic pressure causes
bloating of the stomach —resulting in
nausea and vomiting. The carbohydrate in
GLUCOLA is polymerized to reduce its
sweetness and lower its osmotic pressure
(40 percent lower than comparable solu-
tions of glucose) GLUCOLA tastes good,
and stays down. GLUCOLA provides
the equivalent of 75 Gm. of glucose.
When you instruct your patient to drink
a 7-oz. bottle of GLUCOLA instead of
eating a regular meal, in 2-hour post-
prandial blood-glucose testing, you are
sure that the glucose challenge is ade-
quate for the reliable screening for dia-
betes. Moreover, when GLUCOLA is used
as the challenge in glucose-tolerance
testing, it avoids the uncertainties, incon-
veniences, and poor patient acceptance
often encountered with conventionally
prepared glucose-loading preparations.

•Leonards, J . R.; McCul lagh, E. P., and
Chr is topher , T. C : Diabetes 14:96 (Feb.) 1965.
••A. ailable as GLUCOLA™ 13157
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Reliable sources indicate that over one million and a half people have dia-
betes and do not know it. When a community detection drive uncovers one
of these undiagnosed diabetics and sends him to you, or when you discover a
case of diabetes in your own office, the chances are his disease will be of the
maturity-onset type. If, in addition, it is mild and stable and not controllable

by diet alone, consider Diabinese.

Ask your Pfizer Representative for "Ten Signs of Diabetes To Watch For,"
a poster for your waiting room.



When the need arises
for an oral hypoglycemic

consider
Diabinese
chlorpropamide

Product Information
Actions: Diabinese (chlorpropamide) is an
oral hypoglycemic agent designed to supple-
ment, not replace, diabetic dietary regulation.
It is not an oral insulin. It has been described
as up to six times more potent than tolbuta-
mide on chronic administration in that a
therapeutic dosage 1/6 as great may produce
equivalent lowering of blood sugar.
Indications: Primarily in mild and stable
maturity-onset diabetes unresponsive to diet
control. A one-week trial facilitates evaluation
of candidate suitability for therapy.

Chlorpropamide-Phenformin therapy: Indi-
cated in uncomplicated, stable maturity-onset
cases when optimal control with Diabinese is
not achieved.
Contraindications: Diabinese is not indi-
cated as the sole agent in juvenile diabetes,
severe or unstable brittle diabetes, and dia-
betes complicated by ketosis, acidosis, coma,
surgery, infections, severe trauma, severe diar-
rhea, or nausea and vomiting. Contraindi-
cated in patients with impairment of hepatic,
renal or thyroid function, and during preg-
nancy. Serious consideration should attend
its use in women of childbearing age. Use
with caution in patients with Addison's dis-
ease and those receiving barbiturates or in-
gesting alcohol.

Uncooperative or careless patients should
not receive Diabinese therapy.
Warnings: Prescription refills should be con-
trolled by the physician. Urine tests for sugar
and acetone three times daily and complete
weekly medical evaluations are necessary dur-
ing the first six weeks of therapy. The patient
should be instructed to immediately report
any sign or symptom out of the ordinary, in-
cluding just not feeling as well as usual.

Frequent liver function determinations
may be considered necessary. Increase in
serum alkaline phosphatase may indicate in-
cipient jaundice and the drug should be with-
drawn.

Patients should be instructed in the use of
insulin and also be alerted to the early symp-
toms of hypoglycemia.

In infection, severe trauma or surgical pro-
cedures, it may be necessary to withdraw,
temporarily, chlorpropamide therapy and
administer insulin alone or insulin and
Diabinese.
Precautions: Hypoglycemia may occasion-
ally occur. Hypoglycemia during transition
from insulin is usually due to a "carry-over"

effect. With chlorpropamide alone, hypogly-
cemia is an exaggeration of the expected thera-
peutic action, usually the result of excess
dosage but, possibly, at times caused by other
factors, principally dietary variation. It may
also occur in the presence of renal impair-
ment. It is controlled by administration of
glucose. Patients who become hypoglycemic
require close supervision for at least 3 to 5
days, with discontinuance of medication, fre-
quent feedings and glucose administration.
Anorectic or profoundly hypoglycemic pa-
tients should be hospitalized.

Chlorpropamide-Phenformin: At the first
sign of gastrointestinal disturbance, daily
dosage of phenformin should be reduced.
Lactic acidosis and ketonuria without hyper-
glycemia have been reported with phenformin.
Adverse Reactions: The incidence of side
effects with chlorpropamide is low. The
majority of side effects have been dose-related,
transient, and have responded to dosage re-
duction or withdrawal of medication. How-
ever, as with other sulfonylureas some side
effects associated with hypersensitivity may
be severe and death has been reported in rare
instances.

Dose-related side effects are generally tran-
sient and not of a serious nature and include
anorexia, nausea, vomiting and gastrointes-
tinal intolerance which usually respond to
reduction in dosage or to administration of
the total daily drug requirement in two doses.
Vague neurologic symptoms, particularly
weakness and paresthesias, also respond to
dosage reduction. Leukopenia, thrombocyto-
penia and mild anemia, which occur occasion-
ally, and aplastic anemia and agranulocytosis,
rarely reported, are usually reversible upon
discontinuance of therapy. Mild leukopenia,
with no shift in differential count, may be
transient, frequently reverting to normal dur-
ing continued therapy. Lymphocytosis ap-
pears to be of no clinical significance. Photo-
toxicity is rare.

Side effects not related to dosage occur only
occasionally and reflect an idiosyncrasy or
hypersensitivity. These may include jaundice,
skin eruptions (rarely erythema multiforme
or exfoliative dermatitis) and possibly depres-
sion of formed elements of the blood. With
few exceptions, such reactions are mild, and
reversible on discontinuance of therapy. In-
frequent severe reactions may require other
measures, including corticosteroid therapy.
Skin rash may be the only manifestation of

sensitivity while rash, low grade fever and
eosinophilia may occur in association with or
preceding jaundice. With progressive eleva-
tion of alkaline phosphatase, discontinue ther-
apy. Rarely, severe diarrhea, sometimes with
bleeding; occurs with other sensitivity reac-
tions such as jaundice, skin rash or both. The
occurrence of any sensitivity reaction calls
for prompt termination of the drug and such
other therapeutic measures as are indicated.
Dosage: Initial Therapy: Mild to moderately
severe, middle-aged, stable diabetic patients
— 250 mg. daily. Older patients—100 to 125
mg. daily. No transition period is necessary
when changing from other oral hypoglycemic
agents. A loading dose is not needed and should
not be used.

Five to seven days after initiation of therapy,
dosage may be adjusted upward or downward
by 50 to 125 mg. at intervals of three to five
days, as indicated by patient need.

Maintenance Therapy: Most cases are con-
trolled by approximately 250 mg. daily.
Milder diabetes may need only 100 mg. daily
or less. Some severe diabetics may require up
to 500 mg. daily. Patients who do not respond
completely to 500 mg. daily will usually not
respond to higher doses. Avoid maintenance
doses above 750 mg. daily. Each patient
should be maintained on his minimal effective
dose.

Changing from Insulin to Chlorpropamide:
Most patients (those requiring less than 40
units of insulin daily) can be placed directly
on the oral drug and insulin discontinued.
For those requiring more than 40 units of
insulin daily, reduce insulin dosage by half,
and institute chlorpropamide therapy simul-
taneously. Further reductions in insulin dos-
age are dependent on response.

Chlorpropamide-Phenformin Dosage: With
Diabinese dosage at 500 mg. without fully
adequate control, 50 mg. of phenformin may
be added and increased at intervals of 4 to 7
days until effective regulation is achieved, not
to exceed 150 mg. of phenformin per day.
Supply: Diabinese Tablets: 250 mg.: 60's
and 250's—blue, 'D'-shaped, scored tablets.
100 mg.: 100's—blue, 'D'-shaped, scored
tablets.

More detailed professional information avail-
able on request.
/ftf* ~~\ Science for the world's well-being®{<2^y Since 1849
PFIZER LABORATORIES
Division, Chas. Pfizer & Co., Inc.
New \brk, N.Y. 10017



easy
does
it!

tear, moisten, compare-that's all!
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