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ERRATUM
The Diabetes Care publication staff apologizes for errors in Dr. Stefan S. Fajans' review article
titled "Scope and Heterogeneous Nature of MODY" {Diabetes Care 13:49-64,1990). Below are
corrected Tables 3 and 4. In addition, on p. 61, lines 4 and 5 should read "fasting and postprandial
plasma glucose levels (Table 3; 15)."

TABLE 3
Selected plasma glucose and insulin concentrations over 25 yr after diagnosis in MODY subject 111-38 (pedigree
RW, born 12/29/46, ht 163 cm, persistently ICA)

Date Age (yr)

During glucose
tolerance tests

8/25/58
2/5/62

11/13/65
9/24/70

1/17/77

7/14/80

Fasting and 1-

11
15

19
23

30

33

and 2-h postprandial
levels after breakfast

1/9/75

3/29/82

3/2/83*

34

35

36

Weight (kg)

42.7
50.5

64.5
65.0

63.6

64.0

65.5

60.5

56.8

Measure

G
G
I
G
G
I

G
I

G
I

G
I
G
I

G
I

Fasting

101
93
11

202
75
8

69
3

100
1

86
5

67
1

223
1

0.5

199
164
17

127
16

164
5

172
5

1

237
202

20

200
10

208
4

208
3

130
9

96
2

318
2

1.5

251
161
21

257
10

291
5

280
5

Hour

2

258
139
47

296
17

332
3

311
6

100
6

89
2

320
1

2.5

238
92
17

333
15

348
4

305
6

3

205
76
16

347
19

355
3

328
4

Treatment

T, 1.5 g

T, 2 days off
C, 375 mg

C, 250 mg

C, 375 mg

C, 250 mg

C, 375 mg

C, 500 mg

MODY, maturity-onset diabetes of the young; ICA, islet cell antibody; G, plasma glucose in milligrams per deciliter; I, plasma insulin
in microunits per milliliter; T, tolbutamide; C, chlorpropamide.
*Upper respiratory infection, 2 mo polyuria, polydipsia, weight loss, multiple retinal microaneurysm, and asymptomatic diabetic
neuropathy.

TABLE 4
Fasting and postprandial (after breakfast) plasma glucose and C-peptide concentrations between 25 and 31 yr
after diagnosis in MODY subject III-38 (pedigree RW, born 12/29/46, ht 163 cm, persistently ICA )

Date

8/3/83
3/7/84
8/20/84
1/17/86
4/13/87
10/19/87
1/25/88
5/23/88
1/23/89
5/15/89

36
37
37
39
40
40
41
41
42
42

ight (kg)

51.4
65.5
64.0
66.4
67.3
66.4
67.3
65.5
64.5
66.4

Plasma j

Fasting

140
118
98
80
62

104
126
68
96
82

glucose (mg/dl)

1 h

199
131
88
75

122
104
152
100
145
120

2h

169
116
92
56
65
81

112
60

137
113

Plasma C-peptide

Fasting

0.59
0.2
0.11
0.25
0.09
0.14
0.26
0.13
0.29
0.4

1 h

0.70
0.4
0.4
0.37
0.39
0.19
0.35
0.33
0.48
0.6

(ng/ml)

2 h

0.51
0.4
0.14
0.47
0.29
0.12
0.23
0.15
0.45
0.7

HbA, (%)

9.8
5.7
8.8
8.8
7.5
8.4
7.3
9.6

12.9

NPH insulin

a.m.

10
8
6
6
2
4
5
7
5
5

(U)

p.m.

10
12
12
12
14
18
20
25
10
20

MODY, maturity-onset diabetes of the young; ICA, islet cell antibody; HbA,c, glycosylated hemoglobin. Table 4 is a continuation of
Table 3.
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separate printer. The touch of a button lets you
verify the proficiency of your personnel and the
performance of the equipment on which their
efforts rely.

Take this chance to learn more. Until now,
the need for bedside blood glucose testing qual-
ity control has posed some difficult questions.
How can you take the burden of paperwork and
procedures out of the picture of quality control?
With the only system that lets you spend less
time taking care of paper. And more time taking
care of patients.

Contact your Miles Inc., Diagnostics Division
representative, or write us at the address below,
for more information.

Glucometer'QA
Y T M

PUTTING THE QUESTION OF
BEDSIDE TESTING TO REST.

Miles Inc.
Diagnostics Division
RO.Box70
Elkhart, IN 46515



ProGene® Microalbuminuria Test
A Rapid Immunoassay for the Determination of

Low Levels of Albumin in Urine

ackground
Renal failure, a leading cause of mor-
bidity and mortality in diabetics, is
heralded by an increase in albumin
excretion into the urine. Commonly
this condition of albuminuria is
detected by dipstick urinalysis when
albumin levels are above a concen-
tration of about 300 mg/L It is now
apparent that albuminuria to this
degree indicates the onset of irre-
versible decline in renal function.
There is mounting evidence that
therapeutic intervention at an earlier
stage may prove effective in stabiliz-
ing renal integrity. This finding has
resulted in an effort to detect abnor-
mal urinary albumin excretion at its
earliest stages when albumin con-
centrations in urine are an order of
magnitude below the limit of con-
ventional dipstick sensitivity
(microalbuminuria). Although sensi-
tive radioimmunoassays are avail-
able which can measure albumin
levels in this range, they are not
practical for office or clinic screen-
ing. The ProGene* Microalbuminuria
Test is a rapid (less than 5 minutes)
and simple colorimetric enzyme
immunoassay with a clearly dis-
cernible visual cut-off point

IA Technology

clinical Utility
Appropriate for periodic screening of high risk patients.

Provides the earliest possible indication of potential kidney
problems.

Test result can be used to improve patient compliance with the
physician's treatment regimen.

Test can be easily performed in office or clinic setting.

Micrograms/ml

The ProGene" test is an enzyme
immunoassay (EIA) that has been
adapted for the rapid determination
of low concentrations of albumin in human urine. Unlike the protein indi-
cating tablets which have been shown to be non-specific and unreliable, the
ProGene" test is an enzyme immunoassay that specifically measures human
albumin in the urine specimen. The intensity of the blue color which devel-
ops on the fitter is compared to that produced in an adjacent calibrator well
to determine the level of albumin present in die sample.

Xeatures & Benefits
1. The test is colorimetric.
2. The sensitivity and specificity are

high.
3. The result is available in less than

5 minutes.
4. Standards and controls can be

tested in the same assay module.
5. No instrumentation is required.
6. No quantitative pipeting is

required to perform the test
7. Each kit is complete. Nothing else

is required.

s'teps in Assay
1. Add one drop of latex.
2. Mix one drop of urine specimen

in vial of diluent provided and
add one drop to assay module.

3. Add one drop of conjugate.
4. Add wash solution.
5. Add one drop chromogen and

observe color development
(60 sec.).
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ProGene* Microalbuminuria Test
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NewEngJ. Meii. 310:356-360,1984.

3. Viberti, G.C., et aL Micrialbuminuria
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nephropathy. Kidney Int, 31:673,1987

Phone (913) 362-0099

ProGene® Corporation
6811W. 63rd Street

Overland Park, Kansas 66202
Fax:(913)362-0149



What's a common
denominator
of most heart
attack victims?



HDL

mg/dL
Mixed hyperlipidemias—elevated cholesterol and
triglycerides—are common among heart attack
victims,1 and nearly two-thirds of people who
developed myocardial infarction in the PROCAM Trial
had a low (<35 mg/dL) baseline level of HDL
cholesterol.2

HEART ATTACK PATIENTS
(PROCAM TRIAL)2

PARKE-DAVIS
© 1989 Warner-Lambert Company



A powerful
case for

(gemfibrozil)^!
Raised low HDL 25%
—in patients whose baseline HDL was below
35 mg/dL in the landmark Helsinki Heart Study (HHS).3

Reduced heart attack
incidence* up to 62%
—in these HHS patients and 45% in HHS patients whose
baseline HDL was below the median (46.4 mg/dL). Incidence
of serious coronary events was similar for LOPID and placebo
subgroups with baseline HDL above the median (46.4 mg/dL).3

Raised HDL levels VA to 3
times more effectively than lovastatin
—in a 12-week, double-blind, randomized trial among
patients with moderate to severe hyperlipidemia.
Lovastatin achieved greater reductions in total serum
cholesterol than gemfibrozil in this study population.4

RAISES HDL
DRAMATICALLY REDUCES HEART ATTACK
LOPID is indicated for reducing the risk of coronary heart disease
(CHD) in Type lib patients with low HDL, in addition to elevated LDL
and triglycerides, and who have had an inadequate response to weight
loss, diet, exercise, and other pharmacologic agents such as bile acid
sequestrants and nicotinic acid.

'Defined as a combination of definite coronary death and/or definite
myocardial infarction.

References: 1. Goldstein JL, Hazzard WR, Schrott HC, Bierman EL, Motulsky A C Hyperlipidemia in
coronary heart disease. I. Lipid lewis in 500 survivors of myocardial infarction. / Gin Invest.
1973;52:1533-1543. 2. Assmann G, Schulte H. PROCAM-Trial: Prospective Cardiovascular Munster
Trial. Zurich: Panscientia Verlag; 1986:8-9. 3. Data on file, Medical Affairs Dept, Parke-Davis
4. Tikkanen MJ, Helve E, laattela A, et al. Comparison between lovastatin and gemfibrozil in the
treatment of primary hypercholesterolemia: the Finnish Multicenter Study. Am I Cardiol.
1988;62:35|-43J.

Please see last page of this advertisement for warnings, contraindications, and
brief summary of prescribing information.



'" (Gemfibrozil Capsules and Tablets)

Before prescribing, please see full prescribing information.
A Brief Summary follows.
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, including primary
biliary cirrhosis.

2. Preexisting gallbladder disease (See WARNINGS).
3 Hypersensitivity to gemfibrozil.

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be-
tween gemfibrozil and clofibrate, the adverse findings with clofibrate in two large clinical
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Project, 1000 subjects with previous myocardial infarction were treated for five years
with clofibrate. There was no difference in mortality between the clofibrate-treated sub-
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects
developed cholelithiasis and cholecystitis requiring surgery. In the other study, con-
ducted by the World Health Organization (WHO), 5000 subjects without known cor-
onary heart disease were treated with clofibrate for five years and followed one year
beyond. There was a statistically significant, 29%, higher total mortality in the clofibrate-
treated than in a comparable placebo-treated control group. The excess mortality was
due to a 33% increase in noncardiovascular causes, including malignancy, post-
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated
subjects for gallbladder disease was confirmed.

During the Helsinki Heart Study and in the 1V? year follow-up period since the trial
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
(2 7%) in the placebo group. Mortality from any cause during the double-blind portion
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of
the more limited size of the Helsinki Heart Study, this result is not statistically-
significantly different from the 29% excess mortality seen in the clofibrate group in the
separate WHO study Noncoronary heart disease related mortality showed a 58%
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=0.056).

In the Helsinki Heart Study, the incidence of total malignancies discovered during the
trial and in the 1 '/2 years since the trial was completed was 39 in the Lopid group and 29
in the placebo group (difference not statistically significant). This includes 5 basal cell
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
predicted an expected 4.7 cases in the placebo group). Gl malignancies and deaths
from malignancies were not statistically
different between Lopid and placebo sub-
groups. Follow-up of the Helsinki Heart
Study participants will provide further infor-
mation on cause-specific mortality and
cancer morbidity.

2 A gallstone prevalence substudy of 450
Helsinki Heart Study participants showed a
trend toward a greater prevalence of gall-
stones during the study within the Lopid

(7.5% vs 4.9% for the place-
__ .,__,_, o excess for the gemfibrozil
group). A trend toward a greater incidence
of gallbladder surgery was observed for the
Lopid group (17 vs 11 subjects, a 54% ex- t

cess) This result did not differ statistically
from the increased incidence of cholecystectomy observed in the WHO study in the
group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol
excretion into the bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder
studies are indicated. Lopid therapy should be discontinued if gallstones are found.

3 Since a reduction of mortality from coronary artery disease has not been
demonstrated and because liver and interstitial cell testicular tumors were increased in
rats, Lopid should be administered only to those patients described in the INDICATIONS
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should
be discontinued.

4 Concomitant Anticoagulants —Caution should be exercised when anticoagulants
are given in conjunction with Lopid. The dosage of the anticoagulant should be reduced
to maintain the prothrombin time at the desired level to prevent bleeding complications.
Frequent prothrombin determinations are advisable until it has been definitely determined
that the prothrombin level has stabilized

5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria,
leading in a high proportion of cases to acute renal failure. In most subjects who have
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined
therapy with lovastatin and gemfibrozil does not outweigh the risks of severe myopathy,
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates
alone, including Lopid, may occasionally be associated with myositis. Patients receiving
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt
medical evaluation for myositis, including serum creatine kinase level determination If
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.

6 Cataracts —Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3%
of male rats treated with gemfibrozil at 10 times the human dose.
PRECAUTIONS. 1. Initial Therapy—Laboratory studies should be done to ascertain
that the lipid levels are consistently abnormal Before instituting Lopid therapy, every at-
tempt should be made to control serum lipids with appropriate diet, exercise, weight loss
in obese patients, and control of any medical problems such as diabetes mellitus and
hypothyroidism that are contributing to the lipid abnormalities.

2. Continued Therapy—Periodic determination of serum lipids should be obtained,
and the drug withdrawn if lipid response is inadequate after 3 months of therapy.

3 Drug Interactions—(A) Lovastatin: Rhabdomyolysis has occurred with combined
gemfibrozil and lovastatin therapy. It may be seen as early as 3 weeks after initiation of

tory lipid response to either drug alone, the possible benefit of combined therapy with
lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, rhab-
domyolysis, and acute renal failure. There is no assurance that periodic monitoring of
creatine kinase will prevent the occurrence of severe myopathy and kidney damage.

(B) Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGU-
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI-
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT
PROTHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN
DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED.

4 Carcinogenesis, Mutagenesis, Impairment of Fertility— Long-term studies
have been conducted in rats and mice at one and ten times the human dose. The inci-
dence of benign liver nodules and liver carcinomas was significantly increased in high
dose male rats. The incidence of liver carcinomas increased also in low dose males,
but this increase was not statistically significant (p-01). In high dose female rats, there
was a significant increase in the combined incidence of benign, and malignant liver
neoplasms. In male and female mice, there were no statistically significant differences

(gemfibrozil) SSffif
RAISES HDL...DRAMATICALLY
REDUCES HEART ATTACK

from controls in the incidence of liver tumors, but the doses tested were lower than those
shown to be carcinogenic with other fibrates.

Male rats had a dose-related and statistically significant increase of benign Leydig cell
tumors at 1 and 10 times the human dose.

Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
tion following Lopid administration to the male rat. An adequate study to test for perox-
isome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in
humans with either of two other drugs of the fibrate class when liver biopsies were com-
pared before and after treatment in the same individual.

Administration of approximately three or ten times the human dose to male rats for 10 weeks
resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this
effect was reversed after a drug-free period of about eight weeks, and it was not transmit-
ted to the offspring.

5 Pregnancy Category B—Reproduction studies have been performed in the rat at
doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human
dose. These studies have revealed no evidence of impaired fertility in females or harm to
the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed
at the high dose levels. No significant malformations were found among almost 400 off-
spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits.

There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in
male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
tients where the benefit clearly outweighs the possible risk to the patient or fetus

6. Nursing Mothers—Because of the potential for tumorig
fibrozil in rats, a decision should be made whether to disconti, .^ . , u , „ . . ,M *,. ^ , ^u . . . . . .u<.
the drug, taking into account the importance of the drug to the mother.

7. Hematologic Changes—Mild hemoglobin, hematocrit and white blood cell
decreases have been observed in occasional patients following initiation ~*' — ^
therapy. However, these levels stabilize during long-term administration, f .c*.^.y, ^ v 6 . 6

anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been
reported. Therefore, periodic blood counts are recommended during the first 12 months
of Lopid administration.

8. Liver Function—Abnormal liver function tests have been observed occasionally
during Lopid administration, including eleva-
tions of AST (SGOT), ALT (SGPT), LDH, bili-
rubin, and alkaline phosphatase. These are
usually reversible when Lopid is discon-
tinued. Therefore periodic liver function
studies are recommended and Lopid therapy
should be terminated if abnormalities persist.

9 Use in Children — Safety and efficacy in
children have not been established.
ADVERSE REACTIONS. In the double-blind
controlled phase of the Helsinki Heart Study,
2046 patients received Lopid for up to 5 years.

were statistically more frequent in subjects in
the Lopid group (placebo incidence in paren-
theses): gastrointestinal reactions, 34.2%

(23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
fibrillation, 0.7% (0.1%).

Adverse events reported by more than 1 % of subjects, but without a significant differ-
ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.5%);
fatigue, 3.8% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1 9% (1.2%); rash, 1 7 %
(1.3%); vertigo. 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%).
Gallbladder surgery was performed in 0.9% of Lopid and 0.5% of placebo subjects, a
64% excess, which is not statistically different from the excess of gallbladder surgery
observed in the clofibrate compared to the placebo group of the WHO study

Nervous system and special senses adverse reactions were more common in the
Lopid group. These included hypesthesia, paresthesias, and taste perversion Other
adverse reactions that were more common among Lopid treatment group subjects but
where a causal relationship was not established include cataracts, peripheral vascular

From other studies it seems probable that Lopid is causally related to the occurrence
of musculoskeletal symptoms (See WARNINGS), and to abnormal liver function
tests and hematologic changes (See PRECAUTIONS).

Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were
more common in gemfibrozil-treated patients in other controlled clinical trialsof 805 patients.

Additional adverse reactions that have been reported for gemfibrozil are listed below
by system. These are categorized according to whether a causal relationship to treat-
ment with Lopid is probable or not established:
CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central
Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased
libido, depression, headache; Eye: blurred vision; Genitourinary: impotence;
Musculoskeletal: myopathy, myasthenia. myalgia, painful extremities, arthralgia.
synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
TIONS); Clinical Laboratory: increased creatine phosphokmase, increased bilirubin, in-
creased liver transaminases (AST [SGOT], ALT [SGPT]), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; Im-
munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative der-
matitis, rash, dermatitis, pruritus.
CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys-
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
sion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility;
Clinical Laboratory: positive antinuclear antibody; Hematopoietic: thrombocytopenia;
Immunologic: anaphylaxis. Lupus-like syndrome, vasculitis; Integumentary: alopecia.
DOSAGE AND ADMINISTRATION. The recommended dose for adults is 1200 mg
administered in two divided doses 30 minutes before the morning and evening meal.
MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
dosage, symptomatic supportive, measures should be taken should it occur
References: 1 Frick MH. Elo_O. Haapa K. et al: Helsinki Heart Study: Primary preven-
tion trial with gemfibrozil in middle-aged men with dyslipidemia. N EnglJ Med
1987:317:1237-1245. 2. Mannmen V, Elo O, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988;
260:641-651 3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of
chylomicron metabolism. In Stanbury J. B. et al. (eds.): The Metabolic Basis of Inherited
Disease, 5th ed.. McGraw-Hill, 1983, Chap. 30, pp 622-642.
Caution — Federal law prohibits dispensing without prescription.

PARKE-DAVIS 0737G013
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No matter which B-D Insulin Syringe you recommend—
the 1cc, 1/2cc or 3/iocc—your patients must be completely
satisfied or they get their money back.

It's our way of assuring you that when your patients buy
B-D Insulin Syringes, they are getting the
best that are made.

That's why insulin injectors
overwhelmingly—4 out of 5—
prefer B-D Insulin Syringes. And
why physicians, nurses and
hospitals use B-D Syringes more
than all other brands combined.

B-D AND MICRO FINE 32 are trademafks
of Becton Dickinson and Company.
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Increasing the risk of
Peripheral Arterial Disease

Diabetes
stacks the odds

microdrculatory
flow
In diabetes, atherosclerotic changes occur above and
below the knee, often involving smaller vessels and
multisegmental occlusions.1 Diabetes has also been
associated with decreased red cell flexibility, and
increasing fibrinogen levels, platelet aggregation and
platelet adherence, factors which predispose patients
to peripheral arterial disease.1

Duration of Diabetes
10 years
20 years

Incidence of PAD
15%
45%

© 1988 by Hoechst-Roussel Pharmaceuticals Incorporated.



Trental
improves

microcirculatory flow
and lifestyle for many
diabetics with PAD
Trental® (pentoxifylline) increases red cell flexibility2

while decreasing elevated plasma fibrinogen
levels,3 aggregation of platelets4 and red cells.5 The
resulting increase in microcirculatory flow enhances
tissue perfusion and oxygenation.6

With Trental, patients experience significant
improvement in pain-free walking distance, par-
esthesia, skin temperature and subjective overall
response.7

Not a vasodilator • Not an anticoagulant • Not related to aspirin or dipyridamole

Trental
® 400 mg Tablets

(pentoxifylline)
m% The only proven-effective agent for intermittent daudication,

a symptom of peripheral arterial disease

Please see references and brief summary of prescribing information on following page.
Trentarcan improve function and symptoms, but is not intended to replace more
definitive therapy, such as surgery.
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Trental® (pentoxifylline) Tablets, 400 mg
A brief summary of the Prescribing Information follows.
INDICATIONS AND USAGE:
Trental® (pentoxifylline) is indicated for the treatment of patients with intermittent
claudication on the basis of chronic occlusive arterial disease of the limbs. Trental®
(pentoxifylline) can improve function and symptoms but is not intended to replace
more definitive therapy, such as surgical bypass, or removal of arterial obstructions
when treating peripheral vascular disease.
CONTRAINDICATIONS:
Trental* (pentoxifylline) should not be used in patients who have previously exhib-
ited intolerance to this product or methylxanthines such as caffeine, theophyl-
line, and theobromine.
PRECAUTIONS:
General: Patients with chronic occlusive arterial disease of the limbs frequently
show other manifestations of arteriosclerotic disease. Trental9 (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with con-
current coronary artery and cerebrovascular diseases, but there have been occa-
sional reports of angina, hypotension, and arrhythmia. Controlled trials do not
show that Trental9 (pentoxifylline) causes such adverse effects more often than
placebo, but, as it is a methylxanthine derivative, it is possible some individuals
will experience such responses.
Drug Interactions: Although a causal relationship has not been established,
there have been reports of bleeding and/or prolonged prothrombin time in
patients treated with Trental® (pentoxifylline) with and without anticoagulants or
platelet aggregation inhibitors. Patients on warfarin should have more frequent
monitoring of prothrombin times, while patients with other risk factors compli-
cated by hemorrhage (e.g., recent surgery, peptic ulceration) should have periodic
examinations for bleeding including hematocrit and/or hemoglobin. Trental®
(pentoxifylline) has been used concurrently with antihypertensive drugs, beta
blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics, without
observed problems. Small decreases in blood pressure have been observed in
some patients treated with Trental® (pentoxifylline); periodic systemic blood pres-
sure monitoring is recommended for patients receiving concomitant antihyper-
tensive therapy. If indicated, dosage of the antihypertensive agents should be
reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies
of the carcinogenic potential of pentoxifylline were conducted in mice and rats by
dietary administration of the drug at doses up to approximately 24 times (570
mg/kg) the maximum recommended human daily dose (MRHD) of 24 mg/kg for
18 months in mice and 18 months in rats with an additional 6 months without
drug exposure in the latter. No carcinogenic potential for pentoxifylline was noted
in the mouse study. In the rat study, there was a statistically significant increase in
benign mammary fibroadenomas in females in the high dose group (24 x MRHD).
The relevance of this finding to human use is uncertain since this was only a mar-
ginal statistically significant increase for a tumor that is common in aged rats.
Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella
(Ames test) when tested in the presence and absence of metabolic activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response,
Trental0 (pentoxifylline) should be used during pregnancy only if clearly needed.
Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk.
Because of the potential for tumorigenicity shown for pentoxifylline in rats, a
decision should be made whether to discontinue nursing or discontinue the drug,
taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.
ADVERSE REACTIONS:

Clinical trials were conducted using either controlled-release Trental® (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release TrentaP (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg bid
to tid and in the capsule studies, 200-400 mg tid.
The table summarizes the incidence (in percent) of adverse reactions considered

drug related, as well as the numbers of patients who received controlled-release
Trental® (pentoxifylline) tablets, immediate-release Trental® (pentoxifylline) cap-
sules, or the corresponding placebos. The incidence of adverse reactions was
higher in the capsule studies (where dose related increases were seen in digestive
and nervous system side effects) than in the tablet studies. Studies with the cap-
sule include domestic experience, whereas studies with the controlled-release
tablets were conducted outside the U.S. The table indicates that in the tablet
studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

(Numbers of Patients at Risk)
Discontinued for Side Effect

CARDIOVASCULAR SYSTEM
Angina/Chest Pain
Arrhythmia/Palpitation
Flushing

DIGESTIVE SYSTEM
Abdominal Discomfort
Belching/Flatus/Bloating
Diarrhea
Dyspepsia
Nausea
Vomiting

NERVOUS SYSTEM
Agitation/Nervousness
Dizziness
Drowsiness
Headache
Insomnia
Tremor
Blurred Vision

Controlled-Release
Tablets

Commercially
Available

Trental®
(321)
3.1

0.3

—

_
0.6
_
2.8
2.2
1.2

_
1.9

1.2
_
0.3

Placebo
(128)

0

_
—

_
_
_
4.7
0.8

_
3.1

1.6

0.8

Immediate-Release
Capsules

Used only for
Controlled Clinical Trials

Trental®
(177)

9.6

1.1
1.7
2.3

4.0
9.0
3.4
9.6

28.8
4.5

1.7
11.9
1.1
6.2
2.3

2.3

Placebo
(138)
7.2

2.2
0.7
0.7

1.4
3.6
2.9
2.9
8.7
0.7

0.7
4.3
5.8
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Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972.
In addition to the above symptoms, the following nave been reported spontane-
ously since marketing or occurred in other clinical trials with an incidence of less
than 1%; the causal relationship was uncertain:

Cardiovascular-dyspnea, edema, hypotension.
Digestive-anorexia, cholecystitis, constipation, dry mouth/thirst.
Nervous-anxiety, confusion.
Respiratory-epistaxis, flu-like symptoms, laryngitis, nasal congestion.
Skin and Appendages-brittle fingernails, pruritus, rash, urticaria, angioedema.
Special Senses—blurred vision, conjunctivitis, earache, scotoma.
Miscellaneous-bad taste, excessive salivation, leukopenia, malaise, sore
throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing
in 1972. Although they occurred under circumstances in which a causal relation-
ship with pentoxifylline could not be established, they are listed to serve as infor-
mation for physicians: Cardiovascular-angina, arrhythmia, tachycardia;
Digestive-hepatitis, jaundice, increased liver enzymes; and Hemicand Lymphatic
—decreased serum fibrinogen, pancytopenia, aplastic anemia, purpura, thrombo-
cytopenia.
OVERDOSAGE:
Overdosage with Trental® (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose related. A report from a poison control center on 44
patients taking overdoses of enteric-coated pentoxifylline tablets noted that
symptoms usually occurred 4-5 hours after ingestion and lasted about 12 hours.
The highest amount ingested was 80 mg/kg; flushing, hypotension, convulsions,
somnolence, loss of consciousness, fever, and agitation occurred. All patients
recovered.
In addition to symptomatic treatment and gastric lavage, special attention must
be given to supporting respiration, maintaining systemic blood pressure, and
controlling convulsions. Activated charcoal has been used to adsorb pentoxifylline
in patients who have overdosed.
DOSAGE AND ADMINISTRATION:
The usual dosage of Trental® (pentoxifylline) in controlled-release tablet form is
one tablet (400 mg) three times a day with meals.
While the effect of Trental® (pentoxifylline) may be seen within 2 to 4 weeks, it is
recommended that treatment be continued for at least 8 weeks. Efficacy has
been demonstrated in double-blind clinical studies of 6 months duration.
Digestive and central nervous system side effects are dose related. If patients
develop these side effects it is recommended that the dosage be lowered to one
tablet twice a day (800 mg/day). If side effects persist at this lower dosage, the
administration of Trental® (pentoxifylline) should be discontinued. Edition 2/88
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Help your patients take a step toward early
detection and treatment of RA.D....

Send away today or ask your Hoechst-Roussel
representative for your free supply of our patient
education booklet, "Step Lively"

Name

Address

City State Zip

Cut out and mail to : Step Lively, HOECHST-ROUSSEL PHARMACEUTICALS INC.,
P.O. Box 831, Andover, New Jersey 07821

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent for
intermittent claudication, a symptom
of peripheral arterial disease

073224-190
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Patience pays off
when you start a patient
onTrental
TVental® therapy can make a
dramatic difference to your
patients-increasing their mobility
and independence, enhancing
their participation in social and
professional activities, and giving
them a fresh outlook on life. But,
the physical improvement behind
these benefits doesn't happen
overnight. It's a gradual process.

3x3=success
with Trental treatment
To start patients off on the right
foot with Trental®, follow the 3x3
formula for success.

3 tablets a day,
with meals
The usual dosage of Trental® is one
400 mg tablet taken 3 times a day,
with a full meal.

3-month initial trial,
evaluate, then continue
While patients might feel
somewhat better within weeks, at
least 3 months' therapy is
generally required before the full
effectiveness of Trental® becomes
evident. To sustain improvement,
therapy must be continued.

(pentoxifylline)p y )
The only proven-effective agent

for intermittent claudication-a symptom
of peripheral arterial disease





"I USE THE
_, OWE TOUCH
* METER WITH

CONFIDENCE"
— Pediatrician Peter Bove, M.D., San Bruno, California.

"One Touch makes accurate results easy to achieve:
"I can't afford to worry about the accuracy of my blood

glucose test results. That's why I use the One Touch* Blood
Glucose System from LifeScan!'

"In testing my own blood glucose I have found it more
difficult to make a mistake with One Touch, it's so simple"

"I use One Touch with confidence in testing my own
blood glucose. And I recommend One Touch with confidence
for my patients."

The One Touch System dramatically simplifies blood
glucose testing. Results are obtained with only three easy steps.

Accurate results are easy to
achieve with testing this simple. The
One Touch System reduces the chance
of user error because it eliminates
three major demands on the user:
Starting theTest,Timing theTest, and
Removing the Blood. And that means
greater accuracy where it matters most
in the hands of the people who use it1.

To find out more about the One Touch Blood Glucose
Monitoring System call:
Toll Free

United States
Canada

1 800 227-8862
1 800 663-5521

1. Jovanovic-Peterson L. Peterson C. Dudley J., Kilo C, Ellis B.: Identifying
sources of error in self-monitoring of blood glucose Diabetes
Care 1988; 11 (10) 791-794.
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The worldwide leader
in diabetes care.

Squibb-Novo and Nordisk unite to create: Novo Nordisk Pharmaceuticals Inc.
• Leader in insulin technology: World's first NPH insulin, Lente® insulin, commer-

cially available human and human premixed insulins (Novolin® [semi-synthetic]),
and innovative delivery systems, such as NovoPen® and NovolinPen®

• Dedicated to helping healthcare professionals provide the best diabetes
care possible

For additional information call 1-800-727-6500.

Novo Nordisk Pharmaceuticals Inc.
The worldwide leader in diabetes care

©Novo Nordisk Pharmaceuticals Inc. 1990


