
I
CONTENTS

APRIL

Volume 17

1968

Number 4

ORIGINAL CONTRIBUTIONS

A DOUBLE ANTIBODY IMMUNOASSAY FOR GLUCAGON 179

William R. Haiiard, M.D., Peter M. Crockford, M.D.,
Keith D. Buchanan, M.B., M.R.C.P. (Lond., Ed., Glasg.),
James E. Vance, M.D, Robert Chen, M.D., and Robert H.
Williams, M.D. Seattle

EFFECT OF GLUCOSE CONCENTRATION ON INSULIN
AND GLUCAGON RELEASE FROM ISOLATED ISLETS OF
LANGERHANS OF THE RAT 187

James E. Vance, M.D., Keith D. Buchanan, M.B., M.R.C.P.
(Lond., Ed., Glasg.), David R. Challoner, M.D., and
Robert H. Williams, M.D., Seattle

INHIBITION OF FATTY ACID STIMULATION OF GLUCO-
BEOGENESIS BY ( + )-DECANOYLCARNITINE IN PERFUSED
KAT LIVER 194

John R. Williamson, Ph.D., Edward T. Browning, Ph.D.,
Roland Scholz, M.D., Robert A. Kreisberg, M.D., and
Irving B. Friti, Ph.D., Philadelphia

EFFECT OF MUSCULAR EXERCISE ON INSULIN SECRETION 209

Esko A. Nikkila, M.D., Maria-Riitta Taskinen, M.D., Tatu
A. Miettinen, M.D., Risto Pelkonen, M.D., and Hakan
Poppius, M.D., Helsinki, Finland

DIABETES AMONG THE CHINESE IN HONG KONG 219

A. J. S. McFadzean, O.B.E., M.D., F.R.C.P. (Lond. et
Edin.), and Rose Yeung, M.D., M.R.C.P. (Lond. et Edin.),
Hong Kong

ABSTRACTS 229

ORGANIZATION SECTION 235

NEWS NOTES 237





Head Start
Why save Diabinese for the secondary
failures? Give new diabetics a head
start, too.

After all, the reserve power that
makes Diabinese so effective as "rescue
therapy" after secondary failure can be
put to work before failure ever occurs.
Use it to give your newly diagnosed
maturity-onset diabetic a head start
towards long-term success.. .plus
the daily convenience of a "gulp-and-
go" head start: one tablet and a swal-

low of water for a full-day's medication.
The more than 300,000 maturity-

onset diabetics in the United States
now taking Diabinese are being main-
tained on the most economical of all
the sulfonylureas. And that's part of the
head start, too.

Your Pfizer Service Representative
has facts and figures that demonstrate
the advantages of a head start with
Diabinese. He'll gladly share his infor-
mation with you.

It makes good sense to start with

Diabinese
(chlorpropamide)

LABORATORIES DIVISION

turn page for brief summary...



Diabinese
(chlorpropamide)

CONTRAINDICATIONS: Diabinese is not indicated as
the sole agent in juvenile diabetes, severe or unsta-
ble brittle diabetes, and diabetes complicated by
ketosis, acidosis, coma, surgery, infections, severe
trauma, severe diarrhea, or nausea and vomiting. It
is contraindicated in patients with serious impair-
ment of hepatic, renal or thyroid function, and dur-
ing pregnancy. Serious consideration should attend
its use in women of childbearing age. It should be
used with caution in patients with Addison's disease
and those receiving barbiturates or ingesting alco-
hol. Consult package insert for further information.
Uncooperative or careless patients should not re-
ceive Diabinese therapy.
WARNINGS: Prescription refills should be controlled
by the physician. Urine tests for sugar and acetone
three times daily and complete weekly medical eval-
uations are recommended during the first six weeks
of therapy. Frequent liver function tests should
be seriously considered. Increasing serum alkaline
phosphatase levels may indicate incipient jaundice
and the drug should be withdrawn.

In infection, severe trauma or surgical procedures,
it may be necessary to withdraw, temporarily, chlor-
propamide therapy and administer insulin alone or
insulin and Diabinese.
PRECAUTIONS: Hypoglycemia may occur. It is usual-
ly readily controlled by administration of glucose.
Because of the prolonged hypoglycemic action of
chlorpropamide, these patients require close observa-
tion for at least 3 to 5 days, discontinuance of medica-
tion, frequent feedings and glucose administration.

Chlorpropamide-Phenformin: Dosage of phenfor-
min should be reduced at the first sign of gastroin-
testinal disturbance. Lactic acidosis and ketonuria
without hyperglycemia have been reported with
phenformin therapy (see phenformin package in-
sert for complete details).
ADVERSE REACTIONS: Usually dose-related and re-
spond to reduction or withdrawal of therapy. Gen-
erally transient and not of a serious nature and
include anorexia, nausea, vomiting and gastrointes-
tinal intolerance; weakness and paresthesias. Rare
cases of phototoxic reaction have been reported.

Certain untoward reactions associated with idio-
syncrasy or hypersensitivity have occasionally oc-
curred. These reactions, which may include jaundice
(rarely associated with severe diarrhea and bleed-
ing), skin eruptions rarely progressing to erythema
multiforme and exfoliative dermatitis, and probably
depression of formed elements of the blood, show no
direct relationship to the size of the dose. They
occur characteristically during the first six weeks
of therapy. With a few exceptions, these manifesta-
tions have been mild and readily reversible on the
discontinuance of the drug. The jaundice is cholan-
giolitic and results primarily from intracanalicular
biliary stasis rather than hepatocellular degenera-
tion. Leukopenia, thrombocytopenia and mild ane-
mia, which occur occasionally, are generally benign
and revert to normal, following cessation of the drug.
Rare cases of aplastic anemia and agranulocytosis,
generally similar to blood dyscrasias associated with
other sulfonylureas have been reported.

As with other sulfonylureas, some side effects
associated with hypersensitivity may be severe and
death has been reported in rare instances.
SUPPLY: 100 mg. and 250 mg., blue, 'D'-shaped,
scored tablets.
More detailed professional information available
on request.

LABORATORIES DIVISION
New York. NY. 1OO17

TWO NEW MEAL PLANNING

PUBLICATIONS AVAILABLE

"Adaptations of Food Exchange Lists for ADA
Fat-Controlled Diabetic Diets" and "Diabetic
Diet Card for Physicians and Dietitians for Use
with Fat-Controlled Diets" have been recently
published by The American Dietetic Association
in collaboration with the American Diabetes
Association and the National Center for Chronic
Disease Control of the Public Health Service.
The new material may be obtained at the same
price as the other individual meal plans and
the "Diabetic Diet Card for Physicians": $.05
per single copy; $2.00 per 100 copies; $18.00 per
1,000 copies.

Previously published meal plans also available
are Meal Plans No. 1 through No. 9: (1) 1200,
(2) 1500, (3) 1800, (4) 2200, (5) 1800, (6)
2600, (7) 3500, (8) 2600, and (9) 3000 calories.
Meal Plans 5, 6 and 7 are especially suitable for
children since they contain more milk than the
others. "ADA Bland Low-fiber Diabetic Diet";
and "ADA Sodium Restricted Diabetic Diet"
also may be obtained. They and the Meal Plans
are to be used in conjunction with the Meal
Planning Booklet.

The twenty-four page booklet, Meal Planning
with Exchange Lists, was prepared to help dia-
betics select foods for their meals. It is avail-
able at $.15 each; $6.50 per 100 copies and
$50.00 for 1,000 copies.

All costs include handling and shipping.

Order forms for this material are available on
request from the offices of the American Dia-
betes Association, 18 East 48th Street, New
York, N. Y. 10017.
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New
DECLOSTATIN
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and Nystatin 500,000 units
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elderly... the diabetic... the patient on corti-
costeroids—these are patients vulnerable to intestinal
monilial overgrowth during broad-spectrum therapy.
DECLOSTATIN offers them the protection of Nystatin
against intestinal monilial overgrowth—plus the bene-
fits of DECLOMYCIN® Demethylchlortetracycline.
With DECLOSTATIN you have the option of b.i.d.
or q.i.d. dosage.
This broad-spectrum, antibiotic-antimonilial formu-
lation is easy to prescribe. Simpler for your patient
to remember.
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 demethylchlortetra-
cycline or nystatin.
WARNING: In renal impairment, usual doses may lead to excessive systemic
accumulation and liver toxicity. Under such conditions, lower than usual
doses are indicated, and, if therapy is prolonged, serum level determinations
may be advisable. 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 dis-
continue drug at the first evidence of skin discomfort. Necessary subsequent
courses of treatment with tetracydines should be carefully observed.
PRECAUTIONS: Overgrowth of nonsusceptible organisms may occur. Con-
stant observation 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, diar-
rhea, stomatitis, glossitis, enterocolitis, pruritus ani. Skin—maculopapular and
erythematous rashes. A rare case of exfohative dermatitis has been reported.
Photosensitivity; 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 I hour before or 2 hours after meals, since absorption is impaired by the
concomitant administration of high calcium content drugs, foods and some
dairy products.

LEDERLE LABORATORIES
A Division of American Cyanamid Company
Pearl River, New York
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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.1/2

Endogenous insulin, which is often present in excess
in the overweight stable adult diabetic,34 is apparently
inefficient in transporting glucose into skeletal muscle.5'6

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

CONCLUSION: DBI-TD acts directly to enhance muscle
glucose utilization, whereas sulfonylureas appear to
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

DBITD
(phenformin HCI)

timed-disintegration capsules 50 mg.

A . L O N E 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

(acetonuria 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. DB! 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, New York 10017



Once-daily dosage frees
many maturity-onset diabetics
from midday-dose worries

DYMELOR
ACETOHEXAMIDE

Indications: Dymelor is an oral hypoglycemic sulfonylurea
indicated in stable, maturity-onset, nonketotic diabetes not
controlled solely by diet. Given alone or with phenformin,
Dymelor may result in resumption of response to oral
therapy in certain patients not controlled initially or sec-
ondarily by other oral agents.

Sulfonylurea therapy is no substitute for increased atten-
tion to diet and other factors in control of diabetes.

Satisfactory response is usually indicated by reduction
of glycosuria and hyperglycemia within seven to ten days.
Appearance of glycosuria and ketonuria after withdrawal
of Insulin and initiation of Oymelor suggests a need for
dosage adjustment or possibly a poor response to Dymelor.
In the absence of clinical improvement after dosage adjust-
ment, therapy with Insulin is usually indicated.

Insulin is standard therapy during stress, complications,
infections, and surgery. Dymelor can be continued, if tol-
erated, 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, infections, gangrene, or severe trauma;
pregnancy; renal glycosuria; hyperglycemia associated with
uremia; nondiabetic conditions.

Precautions: Inappropriate dosage may result in severe
and prolonged hypoglycemia. Treat immediately with intra-
venous hypenonic glucose solution (10 to 50 percent), and
continue until hypoglycemia subsides.

Instruct new patients on the management of diabetes,
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 insuf-
ficiency, or porphyria; in elderly, debilitated, malnourished,
or semistarved patients; and in patients on antimicrobial
sulfas, phenylbutazone, or probenecid. Administer thiazide
diuretics with caution to patients on sulfonylurea therapy.

Patients receiving sulfonylureas have experienced "disul-
firam reactions" following ingestion of alcohol. Sulfonyl-
ureas may have an antithyroid effect.

Adverse Reactions: In the changeover from Insulin to
Dymelor, hypoglycemia can occur while both 'drugs are
given simultaneously.

Occasional side-effects are G.-l. disturbances, including
nausea and gastritis; maculopapular skin eruption or other
cutaneous manifestations of hypersensitivity; headache,
nervousness, and tingling, all possibly related to hypo-
glycemia; and elevations in alkaline phosphatase. Rarely,
photosensitivity reactions, bleeding from the upper G.-l.
tract, jaundice, thrombocytopenia, pancytopenia, agran-
ulocytosis, leukopenia, hemolytic anemia, or aplastic ane-
mia, may occur.

Administration and Dosage: Daily dosage may range
between 250 mg. and 1.5 Gm. No loading dose should be
used. Doses in excess of 1.5 Gm. daily are not recommended.

Patients on 1 Gm. or less daily can be controlled with
once-daily dosage. Patients receiving 1.5 Gm. daily usually
benefit from twice-daily dosage, before morning and even-
ing meals. Dymelor may be used with phenformin or Insulin.

For full prescribing information, see package literature.

How Supplied: In 250 and 500-mg. scored tablets. [u»o]

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




