The Journal of the American Diabetes Association

diabetes

AUGUST 1969
Number 8

CONTENTS

ORIGINAL CONTRIBUTIONS

ADENOSINE TRIPHOSPHATE LEVELS OF MAMMALIAN
PANCREATIC B CELLS AFTER STIMULATION WITH GLU-
COSE AND HYPOGLYCEMIC SULFONYLUREAS 509

Bo Hellman, M.D., Lars-Ake Idahl, M.K., and Ake Daniels-
son, M.K., Umea, Sweden

POTENTIATION OF THE PLASMA INSULIN RESPONSE TO
GLUCOSE BY PRIOR ADMINISTRATION OF ALCOHOL = . 517
An Apparent Islet-priming Effect

Robert Metz, M.B., Ph.D., Sheldon Berger, M.D., and Mary
Mako, M.S., Chicago, lllinois

EFFECT OF PROTEIN MEALS ON PLASMA INSULIN IN
MILDLY DIABETIC PATIENTS s . 523

Stefan S. Fajans, M.D., John C. Floyd, Jr., M.D., Sumer Pek,
M.D., Ralph F. Knopf, M.D., Mitchell Jacobson, M.D.,
and Jerome W, Conn, M.D., Ann Arbor, Michigan

BIOLOGICAL ACTIVITIES OF TOLBUTAMIDE AND ITS
METABOLITES ) 529
A Dissociation of Insulin-releasing and Hypoglycemic Activity

Jerome M. Feldman, M.D., and Harold E. Lebovitz, M.D.,
Durham, North Carolina

POSSIBLE ROLE OF HYDRAZINE GROUP IN HYPOGLY-
CEMIA ASSOCIATED WITH THE USE OF CERTAIN MONO-
AMINE-OXIDASE INHIBITORS (MAOI's) . 538

William Z. Potter, M.S., Daniel S. Zaharko, Ph.D., and
Lyle V. Beck, Ph.D., Bloomington, Indiana

RESISTANCE OF RABBITS AND GUINEA PIGS TO THE DIA-
BETOGENIC EFFECT OF STREPTOZOTOCIN s 542

B. Kushner, B.S., M. Lazar, M.D., M. Furman, M.S., T. W.
Lieberman, M.D., and |. H. Leopold, M.D., New York,
New York

Yolume 18 o

EFFECT OF INSULIN ON THE CONVERSION OF GLUCOSE-
C-14 TO C-14-O, BY NORMAL AND DIABETIC FIBROBLASTS
IN CULTURE

Samuel Goldstein, M.D., and John W. Littlefield, M.D.,
Boston, Massachusetts

EARLY INSULIN SYNERGISTIC ACTIVITY OF GROWTH
HORMONE

Richard J. Mahler, M.D., and Olga Szabo, B.S., New York,
New York

LIPID CLASS AND FATTY ACID COMPOSITION OF RAT
BRAIN AND SCIATIC NERVE IN ALLOXAN DIABETES

J. Howard Pratt, M.D., James F. Berry, Ph.D., Beverly
Kaye, B.S., and Frederick C. Goetz, M.D., Minneapolis,
Minnesota

POST-HEPARIN LIPOLYTIC ACTIVITY IN DIABETIC PATIENTS

WITH A HISTORY OF MIXED HYPERLIPEMIA -
Relative Rates Against Artificial Substrates and Human
Chylomicrons

Dana E. Wilson, M.D., Paul H. Schreibman, M.D., and
Ronald A. Arky, M.D., Boston, Massachusetts

ESTIMATION OF VASCULAR BASEMENT MEMBRANE
THICKNESS e
Theoretical and Practical Considerations

Joseph R. Williamson, M.D., Nancy J. VYogler, B.S., and
Charles Kilo, M.D., St. Louis, Missouri

ABSTRACTS
ORGANIZATION SECTION

NEWS NOTES .

EIGHTH RESEARCH SYMPOSIUM
September 19-20

. 545

550

. 556

562

567

579

586

... 588




Protection with Desenex:
helps keep your diabetic patients
on their feet.

Patients with peripheral vascular disease or
diabetes present a critical foot care problem.
Any foot infection can be extremely serious in
this group. Fungal infection is always a
threat.

DESENEX® Powder or Aerosol soothes the
foot, absorbs perspiration, and provides com-
fort that your diabetic patients appreciate.
Even more important, the prophylactic use
of DESENEX helps protect against poten-
tially serious fungal foot infection. Used
routinely, DESENEX guards against, and
helps treat Athlete’s Foot. DESENEX is both
antifungal and antibacterial. It is medicated
with undecylenic acid, a standard Athlete’s
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Foot treatment used by the U. S. Armed
Forces.

DESENEX is well tolerated, has an out-
standing record of safety, and is not con-
traindicated in diabetes. Use of DESENEX
Ointment at night, and Aerosol or Powder
daily helps keep your diabetic patients on
their feet. Full dosage and ad-
ministration information de-
scribed in your PDR. Pro-
fessional samples freely
available on request
from Pharmacraft, P.O.
Box 1212, Rochester,
N.Y. 14603.

PENNWALT
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not Diabinese (chlorpropamide)"
-~ was the direct stimulator .+ |
| ofinsulin release i

| After meals, release of insulin into the serum
\was increased.-Significant increases above |

curred only after meals when-vising nutrient
levels were presentto challenge the beta
cell mechanism,*
Examination of insulin and ghicose values
after a 5-day treatment period showed a near-
normal pattern of insulin secretion, That
is, the plasma insulin curve very closely
paralleled the plasma glucose curve.
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‘In faé{iﬁg diabetics, the |
. administration of Diabinese
was not followed by increased
Despite the fact th ibinese was given
on i stning of the fasting day, insulin

production did not exceed basal levels.
“From these considerations, it is concluded
-that ehlorpropamide facilitates the normal
regulatory stimuli to the pancreatic beta cell
rather than imposing an independent phar- .
macelogic stimulation on the beta cell ”?
#These data do not indicate that hypo-
glycemia does not occur with Diabinese.
As with all sulfonylureas, it may occur
when dosage is not properly adjusted to the
patient’s requirements,

\

(Chart adapted from Chu, P-C. et al.?)
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It is known that insulin is lipogenic. But
increased lipogenesis because of treat-
ment with Diabinese is highly unlikely.

In patients receiving the same caloric in-
take, the insulin output after five weeks

of treatment was substantially the same as
during the control periods.2 Of equal im-
portance is the finding that significant
increases in insulin secretion beyond basal
levels do not occur without glucose chal-
lenge during treatment with a sulfonyl-
urea.? This limits the likelihood of
hypoglycemia during periods of no food
intake, providing therapy is tailored to
specific patient needs.*

No insulin-induced weight gain

“Objections to the use of sulfonylureas
have included a concern for the lipogenic
effects, especially in the obese patient,
which has not been warranted by the clini-
cal experience of most practitioners.”

In their study Chu et al.2 found that the
production of insulin in their patients
returned to pretreatment levels after ini-
tial control was established. Moreover,
“After 5 weeks the level of insulin for any
given blood glucose value was lower than
after 5 days.”?

Lee* also speaks of a return of insulin to
pretreatment levels after the first few
weeks of therapy, and Reaven and Dray®
reported that “Plasma insulin did not in-
crease when blood glucose was lowered

5 WEEK INSULIN LEVELS
SIGNIFICANTLY LOWER AT ALL TIME POINTS

Insulin Values

=== 5 Days Treatment
(11 patients)

------- 5 Weeks Treatment

(4 patients)

(initial control
values equal 100%)

500
400

Tam Fastmg Day ’Iam
Diabinese
administered

7am12pm 5 Jp m
Diabinese
administered

5 DAY AND 5 WEEK GLUCOSE VALUES SIMILAR

Glucose Values
5 Days Treatment

(initial control
values equal 100% )

(11 patients)
20 5 Weeks Treatment

100
_80f"
_60

40

7am 12pm Spm
Diabinese
administered

7am  Fasting Day 7am
Diabinese
administered

with a sulfonylurea compound, but ap-
peared to decrease.” The rarity of insulin-
induced lipogenesis with these agents is
further borne out by studies in which
weight was recorded before and after
therapy.3.6

(Above illustrative material is adapted
from Chu, P-C. et al.?)

Near-normal carbohydrate
metabolism means a closer-
to-normal diabetic Iife

Hypoglycemia unlikely*

Unlike exogenous insulin, sulfonylureas
merely facilitate the body’s own insulin
regulatory mechanism. During the absorp-
tive part of the day, with dosage properly
adjusted to patient’s requirements, a sig-
nificant increase in insulin release over
basal levels occurs only with rising glucose
levels. This is shown in the way the plasma
insulin curve closely parallels the plasma
glucose curve after meals (fig. a).

Glucose

Insulin

During the night, in the absence of a rise
in glucose levels, there is no increase in
insulin production (fig. b).
Chlorpropamide concentrations reach a
plateau after about 5-7 days of therapy
when intake and renal excretion are in
balance. In one study? blood levels, taken
at random in 20 patients who were main-
tained for one to 20 weeks with 500 mg.
Diabinese, ranged within the narrow spec-
trum of 16 to 20 mg. % after the first week
of treatment. In another study8 involving
60 diabetic patients treated with Diabinese
over a period of 8 months, the investigator
concluded “There is no accumulation of
the drug after long periods of therapy.”
Once this characteristic plateau is
reached, there is no further accumulation
in the blood, provided dosage remains
constant, and there is no impairment of
renal excretion because of disease or inter-
action with other drugs.

start with

After about 5-7 days—equilibrium
of Diabinese intake and exeretion

The half-life of chlorpropamide is 36
hours. Approximately one third of the
total amount of the drug in the body is
excreted within each 24-hour period. Thus,
within a matter of days the intake of chlor-
propamide is balanced by the amount
excreted. The diagram below is a theoret-
ical construction illustrating how this
balance is achieved.

—

mg | Amount of Chlorpropamide Excreted
250 During Each 24-Hour Period

200

150

100

50

L.

1 2 3 4 5 6 7 8 9
Days of Continuous Therapy
(250 mg. Diabinese daily)

10 11 12

The reality of physiological safeguards
against hypoglycemia is best demonstrated
by the comparative rarity of this adverse
effect in actual practice. Out of 3,749
patients treated, only 58 cases were re-
ported in the 24 studies in English pre-
senting appropriate data and published
between January 1962 and December
1967. Of the total, a few patients
experienced hypoglycemia sufficiently
serious to require discontinuance

of therapy.*

*While the incidence of hypoglycemia with oral agents

is rare, in some instances it can be severe, depend-
ing upon the physiologic status of the patient and
the pharmacologic properties of the drug used.

For more detailed information regarding dosage,
contraindications, warnings, precautions

and adverse effects, refer to Brief Summary on
last page of this ad.

Dlabmese

chlorpropamide
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Contraindications:
Diabinese is not indi-
cated asthe sole agent
in juvenile diabetes,
severe or unstable
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 impairment of hepatic, renal or
thyroid function, and during 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 bar-
biturates or ingesting alcohol. Consult
package insert for further information.
Uncooperative or careless patients should
not receive Diabinese therapy.

Warnings: Prescription refills should be
controlled by the physician. Urine tests
for sugar and acetone three times daily
and complete weekly-medical evaluations
are recommended during the first six
weeks of therapy. Frequent liver function
tests should be seriously considered. In-
creasing 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 with-
draw, temporarily, chlorpropamide
therapy and administer insulin alone or
insulin and Diabinese.

Precautions: Hypoglycemia may occur.
It is usually readily controlled by admin-
istration of glucose. Because of the
prolonged hypoglycemic action of chlor-
propamide, these patients require close
observation for at least 3 to 5 days, discon-
tinuance of medication, frequent feedings
and glucose administration.

Diabinese

chlorpropamide

makes good the promise of a
closer-to-normal carbohydrate metabolism

With control that facilitates
normal regulatory stimuli

With better control initially
and over thelong term

With more extended long-
term control

With control on as little as
100 mg./day for the elderly

With true once-a-day dos-
age, low-cost control

Caution should be exercised when anti-
bacterial sulfonamides, phenylbutazone
and oxyphenbutazone, salicylates, pro-
benecid, bishydroxycoumarin, or MAO
inhibitors are administered concomitantly
with chlorpropamide as hypoglycemia
resultant from either potentiation or
accumulation of sulfonylureas has been
reported.

Chlorpropamide-Phenformin: Dosage of
phenformin should be reduced at the first
sign of gastrointestinal disturbance.
Lactic acidosis and ketonuria without
hyperglycemia have been reported with
phenformin therapy (see phenformin pack-
age insert for complete details).

Adverse Reactions: Usually dose-
related and respond to reduction or with-
drawal of therapy. Generally transient
and not of a serious nature and include
anorexia, nausea, vomiting and gastro-
intestinal intolerance ; weakness and
paresthesias.

Rare cases of phototoxic reaction have
been reported.

Certain untoward reactions associated
with idiosyncrasy or hypersensitivity have
occasionally occurred. These reactions,
which may include jaundice (rarely asso-
ciated with severe diarrhea and bleeding),
skin eruptions rarely progressing to ery-
thema multiforme and exfoliative derma-
titis, 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 excep-
tions, these manifestations have been mild
and readily reversible on the discontinu-
ance of the drug,

The jaundice is cholangiolitic and results
primarily from intracanalicular biliary
stasis rather than hepatocellular degen-
eration,

Leukopenia, thrombocytopenia and mild
anemia, which occur occasionally, are
generally benign and revert to normal,
following cessation of the drug. Rare
cases of aplastic anemia and agranulocy-
tosis, 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 re-
ported in rare instances.

Supply: 100 mg. and 250 mg., blue,
‘D’-shaped, scored tablets.

More detailed professional information
available on request.

References: 1. Lacy, P E.: New Eng. J. Med.
276:187, Jan. 26, 1967, 2. Chu, P-C., Conway, M. J.,
Krouse, H. A. and Goodner, C. J.: Ann. Intern.
Med. 68:757, Apr., 1968, 3. Bowers, C. Y. and Haw-
ley, W. D.: Geriatrics 23:146, June, 1968. 4. Lee,

C. T.: Med. Sci. 17:56, Apr., 1966. 5. Reaven, G.
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man, T. A, et al.: Geriatrics 16:209, May, 1961.
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74:1003, Mar, 30, 1959, 8. Beaser, S. B.: Ann. N. ¥
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St. Bartholomew’s Hosp. J.: 67:159, July, 1963.
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~ —The lowest priced tetracycline—nystatin combination available— ’

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 calo-
ries, respectively. Meal Plans 5, 6 and 7 are es-

pecially suitable for children since they contain
more milk than the others. “ADA Bland Low-
fiber Diabetic Diet”; and “ADA Sodium Re-
stricted Diabetic Diet” also may be obtained.
They and the Meal Plans are to be used in con-
junction 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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~ IN MATURITY-ONSET,
NONKETOTIC DIABETICS...

COMPARARBLE IN POTENCY
TO CHLORPROPAMIDE

COMPARABLE IN SAFETY
TO TOLBUTAMIDE

T I 2l50 MG. TABLETS -

tolazamide, Up|0 |




thE The record for tolbutamide safety is of an unequaled eleven-year duration.
However, the three-year experience with Tolinase (tolazamide,
Upjohn) shows a similar low incidence of side effects and toxicity

E u —and is now of sufficient duration to be considered a

probable pattern.
No renal, hematologic, endocrine, or other serious disturbances

attributable solely to therapy with Tolinase have been reported. Like all
sulfonylureas, Tolinase is not recommended for patients with chronic liver or kidney
diseases, as they may well metabolize or excrete the drug poorly, and be more susceptible
fo hypoglycemic reactions. In diabetics with uremia, Tolinase is contraindicated.

L L %

LOW INCIDENCE OF SIDE EFFECTS IN 1,784 DIABETICS ON TOLINASE "% THERAPY

In o group of 1,784 diabetic patients specially  were noted in 5.1%. These were generally mild, \ ) - .
evaluated for adverse reactions, side effects requiring discontinuation of therapy in only 2.1%.

Total Incidence Individual Symptoms
GASTROINTESTINAL - NAUSEA VOMITING GAS &8
SYMPTOMS 1% 0.6% 0O3% 0O2% E S
HYPOGLYCEMIA 2.2% (veritied in only 0.4%] ¢
‘\” B DervATOLOGIC e A : ’ 7
I #E REACTIONS O.4% 0O.3% O.1% ’
& 5 MISCELLANEOUS Not clearly WEAKNESS VERTIGO FATIGUE .
SYMPTOMS drug-related < O-I % = O-] % = O-l % i %
' DIZZINESS MALAISE HEADACHE B
<O01% <O1% <0O.1%
LEUKOPENIA Leukopenia appeared in a few subjects, was not demonstrably
drug-related, and regressed when therapy was continued
HEMATOLOGIC AND  Not established
LIVER FUNCTION as drug-related
CHANGES
mNTRINSIC HYPOGLYCEMIC POTENCY Potency: Intrinsic hypoglycemic potency without
OF TOLINASE (tolazamide, Upjohn) prolonged clearance
HELPS PROVIDE MORNING-TO-MORNING  Safety: Appears to have a low incidence of side
CONTROL—WITH COMFORT AND effects at all dosage levels
CONVENIENCE FOR YOUR PATIENT Convenience: One low dOH\/ dose {250 mg.)
: ; usually sufficient for control
Effectiveness: Without gross or troublesome Flexibility: Extended range of usable potency,
disturbances of a normal sense of well-being up to 1,000 mg. daily as needed

4

JA69-8777 ‘ Please see last page of this advertisement for further prescribing information.




IN MATURITY-ONSET DIABETICS

o

250 MG. TABLETS

Tol

An oral hypoglycemic aogent effective in the
mild to moderately severe maturity onset type
of diabetes. Approximdtely one third of failures
to other sulfonylureas or to phenformin will
respond to Tolinase (tolazamide), although
some of these patients will also eventually fail.
Nonresponsive drug failures may respond-to
combined Tolinase—phenformin therapy. Some
patients developing significant side effects or
intolerance to other oral drugs may be
successfully maintained on Tolinase.

As some diabetics are not suitable candidates
for management with Tolinase, it is essential
that physicians familiarize themselves with the
indications, limits of application, and criteria
for selection of patients for this therapy as
described in the package insert. Tolinase is not
an oral insulin or insulin substitute.

CONTRAINDICATIONS: Tolinase is not
indicated in diabetic patients who: are
undergoing surgery; have infections or severe
trauma; have ketosis, acidosis or coma, or
history of repeated bouts of acidosis and
coma; or have juvenile or labile (brittle)
diabetes. Tolinase is not recommended in
patients with concurrent liver, renal, or
endocrine disease and is contraindicated in
uremia. Safety and usefulness during pregnancy
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have not been established; therefore Tolinase
(tolazamide) is not recommended in the
pregnant diabetic patient. Serious
consideration should be given to the potential

hazards in women who might become pregnant.

PRECAUTIONS: Patients must be under
continuous medical supervision particularly
during the first six weeks of therapy. They
should check their urines daily for sugar and
acetone and should see their doctors at least
once a week. Diagnostic and therapeutic
measures necessary for optimal control with
insulin and other sulfonylureas are also
necessary with Tolinase. The patient must
receive complete instructions: about the nature
of his disease; how to prevent and detect
complications; how to control his condition;
not to neglect dietary restrictions or develop

a careless attitude regarding instructions
relative to body weight, exercise, and personal
hygiene; to avoid infections; how to recognize
and counteract impending hypoglycemia; and
how and when to test for glycosuria and
ketonuria.

Caution, close observation, and careful
adjustment of dose are necessary: when insulin
is withdrawn during the trial period where the
appearance of acidosis, ketosis, or coma

would make the discontinuation of Tolinase
(tolazamide) and return to insulin therapy
mandatory; when Tolinase is administered as
sole therapy to patients previously receiving
combination therapy; during the transition
period from chlorpropamide, to avoid
overlapping drug effect and possible
hypoglycemia; in administering thiazide type
diuretics which may aggravate diabetes; and in
debilitated, malnourished, semistarved patients
or those not eating properly who may develop
severe hypoglycemic reactions requiring
corrective therapy. Severe hypoglycemia,
though uncommon, may occur and may mimic
acute neurologic disorders. Certain conditions
such as hepatic and renal disease, malnutrition,
debility, advanced age, alcoholism, and
adrenal and pituitary insufficiency may
predispose to hypoglycemia. Certain drugs
such as insulin, phenformin, sulfonamides,
oxyphenbutozone, phenylbutazone, salicylates,
probenecid, and monamine oxidase inhibitors
may increase the risk of hypoglycemia.

When combination therapy with phenformin is
elected, the physician should familiarize
himself with the prescribing information for
that drug.

ADVERSE REACTIONS: Side effects, which
were generally mild, occurred in 5.1% of a
specially evaluated group of diabetic subjects
necessitating discontinuation of therapy in
2.1%. Hypoglycemia was observed in 2.2%
and verified by low blood sugar in 0.4% and
therapy was discontinued because of
hypoglycemia in only 0.5%. Reduction of dose
usually results in alleviation of mild to
moderately severe hypoglycemic symptoms.
Gastrointestinal symptoms such as nausea,
vomiting, and gas, and dermatologic symptoms
such as rash and pruritus were reported less
frequently. Miscellaneous symptoms such as
weakness, fatigue, dizziness, vertigo, malaise,
and headache were reported infrequently,
and the relationship to Tolinase therapy

is difficult to assess.

No clinical jaundice, renal, hematologic,
endocrine, or other serious disturbance
attributable solely to therapy with Tolinase
was noted during clinical trials. Side effects
have not been shown to be related to size of
dose or duration of therapy.

Transient elevations of alkaline phosphatase
are not uncommon in initiating sulfonylurea
therapy, but may not be necessarily drug
related.

Although not demonstrated to be drug related,
leukopenia was noted in a few subjects. False-
positive urinary albumin tests and disulfiram
flushes have not been reported with Tolinase,
but have occurred occasionally with other
sulfonylureas, and should be kept in mind.

SUPPLIED: 100 mg. Scored Tablets—bottles of
50. 250 mg. Scored Tablets—bottles of 50 and
cartons of 100 tablets in foil strips.

For additional product information, see
package insert or consult your Upjohn
representative.

THE UPJOHN COMPANY .
KALAMAZOO Upjohn
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Your patient’s
chances of keeping
this loading dose

down are better
than 250,000 to}.

o
S

il

Straight glucose solutions in 7-0z. solution. Result: GLUCOLA
are cloyingly sweet and have a tastes good; stays down too! The
high osmotic pressure; they com- 7-0z. bottle of GLUCOLA yields 75
monly cause nausea, vomiting and Gm. of glucose. When patients
stomach distension. According to take GLUCOLA instead of eating a
a three-year diabetic screening regular meal, in one- or two-hour
study?3, GLUCOLA® avoids these side  blood-glucose testing, you are sure
effects. The glucose in GLUCOLA ~that the glucose challenge is ade-
is partially polymerized so that _quate. And when GLUCOLA is used
the sweetness is 40% that of in full-scale glucose tolerance
glucose and the osmotic pressure testing, the poor patient accep-
is Va that of 100 Gm. of glucose tance often encountered with un-

polymerized glucose preparations
is avoided. ,

" References: (1) Leonards, J. R., McCul-

lagh, E. P. and Christopher, T. C.: Dia-
betes 14:96 (Feb.) 1965. (2) Leonards,
1. R.: Personal Communication. (3) Kent,
G. T.and Leonards, J. R.: Diabetes
17:274 (May) 1968.

Glucola

AMES COMPANY
il Division Miles Laboratories, Inc.
r7oTs Elkhart, Indiana 46514

02369



FOR YOUR REFERENCE LIBRARY

Diabetes Mellitus: Diagnosis and Treat-
ment (Volumes I and II) makes available the
current thinking of a large number of authori-
ties on the principal problems associated with
diabetes mellitus. The practicing physician
will find these volumes convenient reference
manuals. Short chapters, each of which deals
concisely with a single topic, and the broad
scope of the subject matter also make them
useful as texts or reference books for teach-
ers, students, interns or residents.

The volumes are units in a series under-
taken by the Committee on Professional Edu-
cation of the American Diabetes Association.
They constitute an unusual departure in medi-
cal publishing.

Volume II—published in 1967—supplements
but does not supplant Volume I—published in
mid-1964.

Volume II—with 250 pages and contribu-
tions by forty-seven authors, extends the
scope of the subject matter covered by 209-
page Volume I, to which forty-one authors
contributed.

Diabetes Mellitus: Diagnosis and Treat-
ment is published in the spirit of true service
to the interested professions and ultimately to
the diabetic patient. Hence the Association
makes the volumes available at low cost which
it hopesswill insure their wide distribution.

Volume II is $2.50 per single copy; Volume
I is $2.00. Both volumes are 6 by 9 inches,
buckram bound. There are further reductions
when volumes are ordered in quantity, as
follows:

PRICES Combina-

tion of

All prices include handling and shipping Vol. |

and

Quantity Yolume |  Volume Il Vol. I
1-9 copies $2.00 each $2.50 each  $4.25
10-49 copies 1.95 each  2.45 each 4.15
50-99 copies 1.85 each - 2.30 each 3.95
100-249 copies .75 each  2.20 each 3.70
250 copies and over 1.60 each  2.00 each 3.40

Address orders to: American Diabetes As-
sociation, Inc., 18 East 48th Street, New York,
N. Y. 10017.

DBI-TD
(phenformin HCl)

Contraindications: Severe hepatic disease,
renal disease with uremia, cardiovascu-
lar collapse, and in acute complications
of diabetes (metabolic acidosis, coma,
severe infection, gangrene, surgery).

Pregnancy Warning: During pregnancy,
until safety is proved, use of DB/ or DBI-
1D, like other oral hypoglycemic drugs,
is to be avoided.

Precautions: Particularly during the ini-
tial period of dosage adjustment, every
precaution should be observed to avoid
metabolic acidosis, coma or hypogly-
cemic reactions. Hypoglycemic reaction
has been observed on rare occasions in
the patient treated with insulin or a sul-
fonylurea in combination with DBI. Oc-
casionally an insulin-dependent patient
will show ‘‘starvation” ketosis (aceton-
uria without hyperglycemia) which
must be differentiated from ‘“insulin
lack” ketosis which is accompanied by
acidosis, and treated accordingly. Lactic
acidosis has been reported in nondiabet-
ics 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. Peri-
odic 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 sig-

_nificant azotemia. Any cardiovascular

lesion that could result in severe or sus-
tained hypotension, which may itself
lead to development of lactic acidosis,
should be considered cause for immedi-
ate discontinuation of DBI at least until
normal blood pressure has been restored
and is maintained without vasopressors.
Should lactic acidosis occur from any
cause, vigorous attempts should be
made to correct circulatory collapse, tis-
sue hypoxia, and pH.

Adverse Reactions: Principally gastroin-
testinal, occurring more often at higher
dosage levels; may include unpleasant,
metallic, or bitter taste in the mouth,
continuing to anorexia, nausea and, less
frequently, vomiting and diarrhea; abate
promptly upon reduction of dosage or
temporary withdrawal. In case of vomit-
ing, the drug should be withdrawn im-
mediately. Urticaria has been feported.

Dosage: 1 to 3 capsules daily.
Also Available: DBI tablets 25 mg.

_ Supplied: Bottles of 100 and 1000.

Consult product brochure.

usv

USY PHARMACEUTICAL CORP.
New York, N.Y. 10017

Producers of ARLIDIN® (nylidrin HCI)



Oral diabetes therapy
that does more thanjust lower blood sugar

2 Only DBI-TD (phenformin HCI)
promotes weight loss in the
overweight maturity-onset diabetic.

All other oral drugs except DBI-TD increase insulin release,
which suppresses lipolysis and can accelerate lipo- | (1
genesis. Thus DBI-TD, by avoiding insulin oversecretion, ap-
pears to ease—rather than aggravate—the weight problem in
patients unresponsive to diet alone.

...and that’s not all

Only DBI-TD directs glucose primarily into muscle—where
it is most needed.

NITNSNI O 3500N19 0

Only DBI-TD helps counterbalance the inefficient action of
the diabetic’s own insulin.

Only DBI-TD, because of its unique action, reduces the risk

of hypoglycemic reaction. i { ®
a physiological approach ®
to begin with in o
maturity-onset diabetes DBI l D
(phenformin HCl)

See adjacent page for brief summary of prescribing information. timed-disintegration capsules 50 mg.



remia; nondfabe

Precauhons

g until byp fycemia /

Instruct neag)gaﬁénts on the
prevention of complications, die
ods of testing for glycosuria and ketonuria, and the ca
signs, and prevention of hypoglycemia. A regular foﬁcw-up :
regimen with the physman is imperative. ‘
- Use Dymelor with care in patients with hepatic or rena}

impairment, acute alcoholism, adrenal or pituitary insuf-
ficiency, or porphyria; in elderly, debilitated, malnourished,
or semistarved patients; and in patients on antimicrobial
su!fas phenyibutazone or pmtenead Administer thiazide

oR.ta.n an

r*”

1 - sulfira actions' 2
e .. ureas may have an antrthyrmd effect.

Adverse Reactions: In the changeover from Insulin to
Dymelor, hypoglycemia can occur while both drugs are
given simultaneously.
Occasional side-effects are G.-1. disturbances, including
P ‘ : T : + nausea and gastritis; maculopapular skin eruption or other .
s ’ = " — cutaneous manifestations of hypersensitivity; headache,
# nervousness, and tingling, all possibly related to hypogly-
; . : cemia; and elevations in alkaline phosphatase. Rarely,
il e ~_ photosensitivity reactions, bleeding from the upper G.-I.
= w " tract, jaundice, thrombocytopenia, pancytopenia, agranulo-
cytosis, leukopenia, hemolytic anemia, or aplastic anemia
may oecur.

v

o

; Administration and Dosage: i)atéy dosage may range
‘ s - between 250 mg. and 1.5 Gm. No loading dose should be
o il : used. Doses in excess of 1.5 Gm. daily are not recommended.

. : Patients on 1 Gm. or less daily can be controlled with
_ . . g once-daily dosage. Patients receiving 1.5 Gm. daily usually
- = 8 i ; : benefit from twice-daily dosage, before morning and eve-
o o ning meals. Dymelor may be used with phenformin or Insulin.
Fgg;fuﬂ prescr;bmg information, see package literatur..

% § ﬁmmﬁ How Supplied: Tablets Dymelor® (acetohexamide, Lilly)
: (seored), 250 and 500 mg. hoarry

i e 0083 . . Additional information available upon request.
EII Lully and Company « Indianapolis, Indiana 46206
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