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Why DBI-TD (phenformin HCl)
is the only significant advance

in oral diabetes therapy
since sulfonylureas

glucose C insulin



1 Only DBI-TD does more than just
lower blood sugar-it directs sugar
primarily to where it is most needed...
in muscle.
In the maturity-onset diabetic, blood sugar is
elevated, but apparently not enough glucose enters
muscle. Unlike other agents, DBI-TD increases
glucose utilization primarily in skeletal muscle
where sugar is needed.

2 Only DBI-TD actually promotes
weight loss in the maturity-onset
diabetic who is overweight.
All oral drugs except DBI-TD increase insulin
release, which suppresses lipolysis and can
accelerate lipogenesis. Thus DBI-TD, by avoiding
insulin oversecretion, appears to ease—rather than
aggravate—the weight problem in patients
unresponsive to diet alone.

3 Only DBI-TD, among oral agents,
helps counterbalance the inefficient
action of the diabetic's own insulin.
There is increasing evidence that many overweight
maturity-onset diabetics have higher than normal
blood insulin levels, but this insulin is not efficient
in promoting muscle glucose uptake. Unlike all
other oral agents, DBI-TD helps control diabetes by
selectively moving sugar into muscle without
further increasing insulin levels.

4 Only DBI-TD, because of its
unique action, reduces the risk of
secondary failure and hypoglycemic
reaction.
DBI-TD is the only agent that lowers blood sugar
without stimulating the release of insulin from the
pancreas. Secondary failures are infrequent with
DBI-TD, and there is relative freedom from
hypoglycemic reaction when DBI-TD is used alone.

a more
physiological approach

to begin with

DBI-TD
(phenforminHCl)

timed-disintegration capsules 50 mg.

Dosage: 1 to 3 capsules daily. Side Effects: Gastroin-
testinal, occurring more often at higher dosage levels,
abate promptly upon dosage reduction or temporary
withdrawal. Adverse Reaction: Urticaria. Precautions:
Occasionally an insulin-dependent patient will show
"starvation" ketosis (acetonuria without hyperglyce-
mia) which must be differentiated from "insulin lack"
ketosis which is accompanied by acidosis, and treated
accordingly. Lactic acidosis has been reported in non-
diabetics 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 discontinu-
ation 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, tissue hypoxia, and pH. Contraindications:
Severe hepatic disease, renal disease with uremia,
cardiovascular collapse. Not recommended 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.

(USV)
USV PHARMACEUTICAL CORP., New York, N.Y. 10017
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investigators, and others who have data
of importance to offer in these fields.
Manuscripts, if suitable, will be accepted
providing that the text has not been
printed elsewhere.

Matter appearing in DIABETES is copy-
righted. Permission to reproduce all or
part of papers appearing in it may be
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conditions and if proper credit is given.
Such permission should be requested by
written application to the Secretary of the
Association.

All signed articles and editorials are
the responsibility of the author(s) and
not that of the American Diabetes Asso-
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The Editors will be pleased to consider

for publication papers presented at the
Annual Meeting of the American Diabe-
tes Association.
Manuscript Specifications: The length of
manuscripts (not including special articles
or lectures) should be limited to 5,000
words, exclusive of illustrations, etc. Ex-
ceptions to this limitation may be made
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Communications for the "Brief Notes
and Comments" department should not
exceed 1,000 words except in unusual cir-
cumstances. Figures and tables in these
brief communications should be limited
to one of each, and references should not
exceed twenty in number.

Manuscripts should be typewritten, with
double spacing and, if possible, submitted
in triplicate together with three copies or
figures and photomicrographs.

References should be presented in the
style illustrated by the following exam-
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For Periodicals—Banting, F. G., and Best,
C. H.: The internal secretion of the pan-
creas. J. Lab. Clin. Med. 7:251-66, Feb.
1922.

For Books—Allen, Frederick M.: Stud-
ies Concerning Glycosuria and Diabetes.
Cambridge, Harvard University Press,
1913, p. 461.

An abstract or summary of the content
of the paper in not more than 250 words
should usually appear at the beginning.
If possible, this should be self-contained
and understandable without reference to
the text.

Photographs, drawings and figures
should be suitable for reproduction pur-
poses. Photographs should be unmounted,
untrimmed glossy prints. The names of
authors should appear on the back. The
tops of photographs and figures should be
indicated.

Galley proofs are sent to the principal
author of each paper, with a price list
and order blank for reprints.

All manuscripts and editorial corre-
spondence should be addressed to the
Editorial Office, DIABETES, American Dia-
betes Association, Inc., 18 East 48th Street,
New York, New York 10017.
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Diabetes and
New insights into their mode of action

and clinical usefulness

fnsufin immunoassay,visofadeo? pancreas
perfusion, the electron microscope—these are
only a few of the remarkable new aids
researchers have turned to for light on long-
unanswered questions about carbohydrate
metabolism and insulin action. They have
come up with reassuring answers—answers
that make secure the place of the sulfonyl-
ureas as facilitators of normal metabolic
processes.

The chain of events illustrated here is facili-
tated by the sulfonylureas, whose primary
effect on the pancreas seems to be the release
of formed insulin and not the stimulation of
synthesis. In the normal subject, glucose
causes the prompt release of insulin from the
pancreatic beta cells, with the rate of secre-
tion a constant function of the blood glucose
concentration. Insulin immunoassay suggests
that a primary defect of diabetes is a delayed
and inadequate response to glucose chal-
lenge. Overcoming this "biochemical inertia"
may be one of the important contributions of
sulfonylurea therapy. It suggests enhance-
ment of beta cell sensitivity to glucose with
restoration of swift insulinogenic response to
glucose challenge. The effect of increased
beta cell sensitivity may also be seen follow-
ing treatment with a sulfonylurea, when the
level of glucose at which beta cells respond
is significantly lower than before treatment.

In none of these findings does the sulfonylurea
do more than facilitate the normal regulatory
stimuli to the pancreatic beta cell.

Effect a £ glucose challenge on heta ceih
(a) An amorphous precursor of insulin is formed in the
ergastoplasm (ER) and released in buds within which distinct
beta granules develop, (b) Beta granules are enclosed in
membranous sac. (c) Stimulation by glucose moves sac toward
cell surface where it fuses with plasma membrane of cell,
(d) Sac ruptures. Beta granules are liberated into extracellular
space (ES) where they dissolve. The dissolved granules are
now in solution as insulin. Insulin passes through basement
membranes (Bj and B2) and endothelium (EN) to enter
capillary lumen (CL).
Note: Background is a microscopic illustration of an
islet of Langerhans.

Adapted from Lacy, R E,1



How close can
your diabetic patients
get to metabolic
normalcy?

In an important new study2 the meal-
not Diahine6e (clilorpropamide) —
was the direct stimulator
of insulin release

After meals, release of insulin into the -mim
was increased. Significant ineiva.-e-* ahow
basal levels —facilitated by Diubine^e oc-
eurred only after meals when rising nutrient
levels were presentfo cliallenge the beta
cell mechanism.*

Examination of insulin and glucose 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.

In fasting diabetics, the
administration of Diabinese
was not followed l>y increased
insulin secretion

Despite the factibartJiariinese was given
mi tlie morhinf: of the fasting day, insulin
production did not exceed basal levels.
"From these considerations, it is concluded
that chlorpropamide facilitates the normal
regulatory stimuli to the pancreatic beta cell
rather than imposing an independent phar-
macology stimulation on the beta cell."2

*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. EC. et al.2)



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.2 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."3

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."2

Lee* also speaks of a return of insulin to
pretreatment levels after the first few
weeks of therapy, and Reaven and Dray5

reported that "Plasma insulin did not in-
crease when blood glucose was lowered

5 WEEK INSULIN LEVELS
SIGNIFICANTLY LOWER AT ALL TIME POINTS

(initial control
values equal 100

Insulin Values
^ _ ^ _ 5 Days Treatment
(11 patients)

5 Weeks Treatment
(4 patients)

7am 12pm 5pm
Diabinese
administered

7am Fasting Day 7am
Diabinese
administered

5 DAY AND 5 WEEK GLUCOSE VALUES SIMILAR

(initial control
values equal 100%)
120

Glucose Values
. 5 Days Treatment
(11 patients)

5 Weeks Treatment
(4 patients)

7am 12pm 5pm
Diabinese
administered

lam 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, E-C. et al.2)

Near-normal carbohydrate
metabolism means a closer-
to-normal diabetic life
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).

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

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 study7 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.

Amount of Chlorpropamide Excreted
During Each 24-Hour Period^

start with

mg
250

200

150

100

50

2 3 4 5 6 7 8 9 10 11 12
Days of ContinuousTherapy
(250 mg. Diabinese daily) ' " '

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

Diabinese
(chlorpropamide)



Diabinese is rapidly absorbed, is not deactivated in the body, and is
excreted slowly. Round-the-clock therapeutic blood levels make true
once-a-day dosage possible, and afford a consistently stable equilibrium
not often obtained with insulin or shorter-acting sulfonylureas. Setting
Diabinese apart from other oral agents is another important attribute
—it brings carbohydrate metabolism closer to normal. Together these
advantages inherent in the pharmacology of Diabinese enable it to
bring the diabetic patient closer to normal metabolic patterns.

JLJlcl J31I1GSG@ (chlorpropamide)
supplements closer-to-normal
metabolic activity with smooth
action around the clock
The capacity of Diabinese to maintain
blood levels for a significantly longer pe-
riod than other oral agents with a single
dose is well known. With a half-life of 36
hours compared with 4 to 6 hours with
tolbutamide and 7 hours with acetohexa-
mide and tolazamide, Diabinese is better
able to provide uniform control by mini-
mizing fluctuations in glucose values.

Here is how one clinician9 describes the
pattern of response to Diabinese: "When
chlorpropamide is given once daily to
a responsive diabetic patient an immediate
and sustained reduction occurs in the fast-

ing blood glucose value. The absolute fall
in blood glucose concentration for each
of the daily determinations is, moreover,
virtually the same in any one patient.
Thus, the hypoglycaemic response to
a single daily dose of chlorpropamide is
characterised by the reproduction of the
untreated daily profile of glycaemia at
a lower level. The character of this re-
sponse can be directly related to the fact
that, since chlorpropamide is slowly ex-
creted, adequate therapeutic levels are
evenly maintained over the whole twenty-
four hour period by the administration
of a single daily dose."

(chlorpropamide)

brings FBS closer to normal
All oral agents free the maturity-onset
diabetic from the common symptoms of
polyuria and polydipsia, and reduce gly-
cosuria to zero or near it. Diabinese is
more likely than any of these, however, to
bring the patient closer to adequate
chemical control —closer to normal blood
sugars. In one study10 of 305 patients
treated wi'tn Diabinese, 432 with tolbu-
tamide, and 177 with phenformin, excel-
lent control (blood sugar below 130
mg./ 100 ml.,* as well as no glycosuria, no
diabetic symptoms) was most often
achieved with Diabinese.

*Based on fasting or late afternoon determinations,
Folin-Wu.

olbutamide
38% excellent control

chlorpropamide
52% excellent control

i •phenformin
27% excellent control

1,500 mg.
Mean daily dosage

250 125 mg.
(timed
disintegration
tablet)



A double-blind, placebo-controlled
comparative study11 permits a more telling
substantiation of the superior blood sugar
lowering effect of Diabinese since it
compares pre-treatment and post-treatment
values.

BLOOD SUGAR LOWERING EFFECTIVE.NESS-
CHLORPROPAMIDE; TOLBUTAMIDE; PLACEBO.

chlnrprnpamide ( U patients)

36 (82%)

tolbulamide (42 patients)

25 (60%)

placebo (35 patients)

8 (18%)

17(40%)

| ^ | p s e : patients ^ ^ Nonresponse:
with a decrease of 20% or patients with less than
more below the average 20% decrement in FBS.
pretreatment level.*

*Or a decrease to 175 mg./100 ml. nr less if the
average pretreatment level was above 220 mg./
100 ml. (Adapted from Katz and Bissel11) (Based
on a 14-day moving average.)

Diabinese
(chlorpropamide)

makes good
the promise of
a closer-
to-normal
carbohydrate
metabolism
Fewer failures with Diabinese
— fewer disruptions
of established regimens
If a patient can be restored to good regu-
lation by one oral agent after failure with
another, it may be fairly stated that he
should have been on that drug in the first
place. That drug is Diabinese more olten
than is the case with any other sulfonyl-
urea. A review of the literature published
in English between January 1962 and
October 1968, revealed 8 studies report-
ing treatment of tolbutamide failures with
chlorpropamide. Of 376 such failures, 167
(44%) were restored to satisfactory regu-
lation by Diabinese.
The observation of Krall12 that
"... Diabinese sometimes extends the
therapeutic spectrum in the borderline
cases of sulfonylurea effectiveness" is

borne out by a high rate of success in dif-
ficult-to-manage patients.
Results with 106 clinic outpatients are
significant. Of the total, 54 were more
than lO t̂ overweight. 74 had more than
one disease, and 77 were failures on pre-
vious medication. Even so, Diabinese ef-
fectively controlled 60 patients or 57%.13

The fact that Diabinese has the highest
salvage rate of any sulfonylurea is not un-
related to the greater likelihood of long-
term control the physician may expect
with the drug. Beaser.11 correlating phar-
macological activity with tendency to
delayed failure, cites Diabinese as the
sulfonylurea least likely to fail after one
month or more of therapy. Improved
quality of maintenance must be taken
into account in any analysis of the rea-
sons for the higher rate of continuing re-
sponse with Diabinese.
Regardless of the therapy employed, dia-
betes is likely to increase in severity.
Here is where the higher dose-effective-
ness ceiling of Diabinese can be decisive.
Inherently more effective, it establishes
better regulation at the outset with low
milligram dosage. When, in the natural
course of the disease, higher dosage is re-
quired, smaller increments than those
needed with other oral agents are suffi-
cient for maintenance. This reserve power
can be an important factor in overcoming
refractoriness to the drug and preventing
secondary failure.

Fewer interruptions of normal
routine—fewer upsets to
patient well-being
Tolbutamide must be given in divided
doses. Acetohexamide. tolazamide and
phenformin are given in single or divided
doses, depending on the results obtained.
Diabinese is the only true once-a-day oral
agent, with all that implies in terms of
convenience and economy.
The incidence of diabetes increases with
advancing age —40^ of all diabetics are
over sixty-five years of age. It is for this
large group that Diabinese is especially
helpful. Once-a-day dosage is a boon in
any chronic disease. For the elderly it is
a blessing.

A sense of well-being is not easy to achieve
in the elderly patient who, in so many
cases, must cope with one or two concur-

rent diseases. For these patients the supe-
rior long-term control of glycosuria and
hyperglycemia provided by Diabinese —
often on as little as 100 mg./day — is
most welcome.

Daily living patterns seldom
disrupted by untoward reactions
More than ten years of experience has
clarified certain misconceptions concern-
ing untoward reactions with Diabinese.
Early inadvertent use of excessive dosage
gave rise to an incidence of side effects
completely at variance with more recent
evidence, evidence that clearly places
Diabinese in the company of the other
sulfonylureas as an oral agent with a low
incidence of side effects. Observations
concerning the equivalence of side effects
among the sulfonylureas have been made
by numerous investigators. This by
Fineberg15 is typical: "All of the oral
hypoglycemic agents are relatively innoc-
uous, even judged by today's high stan-
dards. They are safer than insulin if only
because there is much less danger of
hypoglycemia."*

Here are the results of a review of the
twenty-four studies in English published
between January. 1962 and December,
1967 in which the appropriate information
about Diabinese was reported. Of the
cases indicated below, only 71 (1.89%)
were withdrawn from therapy.
Patient. Total (24 studies) 3,749

Adverse Effects*

gastrointestinal disturbances
skin manifestations
severe blood dyscrasias
abnormal liver function
others
hyporrlycemia

Total Cases

74(1.97%)
44(1.17%)
2(0.05%)

25 (0.66%)
16(0.42%)
58(1.54%)

The physician who seeks meaningful dif-
ferences among the oral agents will not
find them in terms of side effects, but
rather in the areas of effectiveness, con-
venience and economy.

*Whtle the incidence of hypoglycemia with oral
agents is lower than with insulin, in rare instances
it can be severe, depending on the physiologic
status of the patient and the pharmacologic prop-
erties of the drug used. While the incidence of side
effects with all sulfonylureas is low, they can be
severe, with variations in severity in specific in-
stances depending on the aforementioned factors.

For more detailed information regarding dosage,
contraindications, warnings, precautions and adverse
effects, refer to Brief Summary on following page.

start withDiabinese
(chlorpropamide)



start withDiabinese
(chlorpropamide)

Contraindications:
Diabinese is not indi-
cated as the 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.

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

With control that facilitates
normal regulatory stimuli

With better control initially
and over the long 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 diiect
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.
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ley, W D.: Geriatrics 23:146, June, 1968. 4 . Lee,
C. T.: Med. Sci. 17:56, Apr., 1966. 5 . Reaven, G.
and Dray, J.: Abstract of paper presented at Ann.
Meet. A.D.A., Diabetes 14:463, July, 1965. 6. Skill-
man, T. A. et al.: Geriatrics 16:209, May, 1961.
7. Hamwi, G. J. et al.: Ann. N. Y Acad. Sci.
74:1003, Mar. 30, 1959. 8. Beaser, S. B.: Ann. N. Y
Acad. Sci. 74:701, Mar. 30,1959. 9 . Dunlop, D.:
St. Bartholomew's Hosp. J.: 67:159, July, 1963.
10 . Moss, J. M. et al.: Scientific Exhibit, A.M.A.
Ann. Meet., San Francisco, June 21-25, 1964.
1 1 . Katz, H. M. and Bissel, G.: Diabetes 14:650,.
Oct., 1965. 12 . Krall, L. R: Med. Clin. N. Amer.
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He is a diabetic.
He is middle-aged.

When he needs an antibiotic
he may be a candidate for

DECLOSTATIN 300Demrlhylchloitetracjcline IIC1300 mg
and Nys'latin 500,000 units
CAPSl'LE-SII AMD TABLETS Lederle b.i.d.

To guard susceptible patients against intestinal monilial over-
growth during broad-spectrum therapy —the protection of
nystatin is combined with deinethylchlortetracycline in
DECLOSTATIN.

For \ our susceptible candidates, prescribe DECLOSTATIN
— the broad-spectrum tin rapy that prevents monilial
overgrowth.

Effectiveness: Because its antihaeteiial component is I)E<XOM\OFN
Demetlrvlchloitetraiviline, DEOl.O^TVnN should lit- equally ur mo;e
effective theiapcuticalK tlian other tetracvclines in infections caused bv
tetracyeline-sensitive oiganisms The antifungal component, Nystatin.
protect* against supeiinfection In anlibiotie-resistant fungal overgrowth
(particularly monilia) in the intestinal tiart.
Contraindication: History of hvper^en^itivil) to demethylchlortetracy-
t line or nystatin.
Warning: In renal impairment,usual dose ma> lead to excessive areum-
ulation and liver toxicity. Under such conditions, lower than usual doses
are indicated, and, if therapv is prolonged, serum level determinations
mav l>e advisable. A photodyiuunic reaction to natural or artificial sun-
light has been observed Sinali amount? of ding and shott exposure may
produce an exaggerated sunburn reaction which may range fiom ery-
thema to severe skin manifestations.. In a smaller proportion, photo-
allergic reactions have been i< ported. Patients should avoid direct
exposure to sunlielit and dis< ontinue drug at the first evidence of skin
discomfort. Necessary subsequent courses of treatment with tetracy-
clines should be carefulK observed.

Precautions^: Overgrowth of nonsusceptible organisms may occur. Con-
stant observation is essential. If new infections appear, appiopriate
measures should be taken. In infants, increased intracranial pleasure
with bulging fontanels has been observed. All signs and symptoms have
disappeared rapidly upon cessation of treatment.
Side Effects: Oasiiointestinal system—anorexia, nausea, vomiting, diar-
tliea. stomatitis, jilossiiis, enterocolitis, pruritus ani. Skin—maculopap-
ular and ervtheni.itous laslu-s; a rare case of exfoliatiw deimatitis has
been reported. Photos-en>irivilv: onyeholysis and discoloraliou of the
nails (rale). Kidno -ri<e in lH'lV. apparently dose related. Transient
im lease in uimaiv oulput, sometimes accompanied by thirst (rare)
Ih pet-sensitivity reactions—urticaria.angioneurotic edema, anaphylaxi-
Teeth dental staining (yellow-brown) in childten of mothers given tin-
diua dining the latter half of pregnancy, and in children given the dru.
dining the neonatal period, iniamv <md early childhood. Enamel h)jKi
plasia has been seen in a few ehiidien, ff adverse rea< tion or idiosyn
eras} occurs, discontinue medication and institute appiopiiate thetapv
nemethylchlortetracycline may foim a stable calfjiuni complex in am
bone-forming tissue with no -••lioUs hdrnifiil effects reported thus- fat
in humane.
Av^eragcAdult Daily_Dosa^g;"150 mg <j.i,d. or .H00 tng b.i.d. Should Ii
given I hour before or 2 hours after meals, since, absorption is impaired;
by the concomitant administration of high eakiutti content drwgs, foe '
and some dairy products. Treatment of stteptococcal infections should
continue for 10 days, even though symptoms have subsided.

LEDERLE LABORATOrtlES
A Division of American Cfanamid Company, Pearl River, New York



What if today you switched
every one of your diabetics
on oral agents to Dymelor?

Acetohexamide

...what could you expect?
At the very least, most of your patients would do just
as well. Many of them might do better. (In one group
of 689 patients who were taking other oral agents, 46
percent did better when switched to Dymelor; 45 per-
cent did as well. Only 9 percent had been under better
control with their previous agent.*) But beyond good
control, there are several other reasons to consider
Dymelor.

Once-daily dosage, effective for most patients on
Dymelor, reduces the risk of patients' missing doses
or taking tablets at wrong intervals.

Flexibility is provided by the wide dose range. Sel-

dom will you have to transfer patients to another
drug. You can adjust dosage within the 250 to 1,500-mg.
range as conditions vary or daily habits change.

Economy in prescription costs will be appreciated
by many patients switched to Dymelor. Because of
its relative potency, Dymelor may control many
patients at about half the dosage of the short-acting
sulfonylurea.

Patient Starter Kits, useful in establishing therapy with
Dymelor, are available from your Lilly representative.

*Data compiled from reports of clinical investigators, on file at the Lilly Research Laboratories.

Indications: Dymelor® (acetohexamide, Lilly) 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 secondarily by other oral

agents.

Sulfonylurea therapy is no substitute for increased attention to diet and other

factors in control of diabetes.

Satisfactory response is usually indicated by reduction of glycosuria and hyper-

glycemia within seven to ten days. Appearance of glycosuria and ketonuria after

withdrawal of Insulin and initiation of Dymelor suggests a need for dosage adjust-

ment or possibly a poor response to Dymelor. In the absence of clinical improvement

after dosage adjustment, therapy with Insulin is usually indicated.

Insulin is standard therapy during stress, complications, 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, 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 intravenous hypertonic 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 alcohol-

ism, adrenal or pituitary insufficiency, or porphyria; in elderly, debilitated, mal-

nourished, or semistarved patients; and in patients on antimicrobial sulfas, phenyl-

butazone, or probenecid. Administer thiazide diuretics with caution to patients on

sulfonylurea therapy.

Patients receiving sulfonylureas have experienced "disulfiram reactions" following

ingestion of alcohol. Sulfonylureas 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 hypoglycemia; and

elevations in alkaline phosphatase. Rarely, photosensitivity reactions, bleeding from

the upper G.-l. tract, jaundice, thrombocytopenia, pancytopenia, agranulocytosis,

leukopenia, hemolytic anemia, or aplastic anemia 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 recom-

mended.

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

evening meals. Dymelor may be used with phenformin or Insulin.

For full prescribing information, see package literature.

How Suppl ied: Tablets Dymelor® (acetohexamide, Lil ly)

(scored), 250 and 500 mg., in bottles of 50,200, and 500. [ni667Aj

Additional information available to physicians upon request.

Eli Lilly and Company, Indianapolis, Indiana 46206.


