
the most common location (4). Acral len-
tiginous melanoma is the most common
melanoma type that presents on the plan-
tar aspect of the foot (3). This type of
melanoma is commonly amelanotic, fre-
quently ulcerates (5), and does not ex-
hibit the classic signs of malignant
melanoma associated with the mnemonic
aid “ABCD” (asymmetry, border, color,
diameter). In a review (6) of 53 lower ex-
tremity melanomas, 11 of 18 (61%) mis-
diagnosed cases were on the plantar foot.
All misdiagnosed lesions were his-
topathologically acral lenginous melano-
mas. Initial misdiagnoses included
nonhealing ulcer, wart, tinea pedis, and
onychomycosis. Another retrospective re-
view (7) of palmoplantar melanoma
found that misdiagnosis led to a median
delay of treatment for 12 months and was
associated with increased tumor thick-
ness (5.0 vs. 1.5 mm) and a lower 5-year
survival rate (15.4 vs. 68.9%).

We are not supposing that plantar
melanoma occurs more frequently in in-
dividuals with diabetes. However, we
believe there is a greater chance of misdi-
agnosis given this population’s pre-
dilection toward plantar ulceration. An
individual with peripheral sensory neu-
ropathy is more likely to unknowingly
ambulate on a plantar foot lesion, and this
increased pressure and trauma can cause
a lesion to initially resemble a diabetic
foot ulcer. This case and short review em-
phasizes the importance of performing bi-
opsies on chronic and atypical wounds
early in the treatment algorithm of dia-
betic foot ulcers.
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COMMENTS AND
RESPONSES

An Open,
Randomized,
Parallel-Group Study
to Compare the
Efficacy and Safety
Profile of Inhaled
Human Insulin
(Exubera) With
Glibenclamide as
Adjunctive Therapy
in Patients With Type
2 Diabetes Poorly
Controlled on
Metformin

Response to Barnett et al.

In response to the interesting article by
Barnett et al. (1), we would like to offer
the following comments. Diabetes con-

trol has been shown to improve with diet
and exercise regimens (2,3). The degree
of study participants’ compliance with
diet and exercise regimens may have con-

founded the change in A1C reported in
the study (1). Also, the independent effect
of BMI on both diabetes control and re-
sponse to therapy has been studied exten-
sively (4). The effect of modification of
baseline BMI on diabetes control among
various strata of BMI in both study groups
needs clarification.

The open-blinded design of the study
(1), especially since it involves diabetes
education and self monitoring, can signif-
icantly impact internal validity due to
both performance bias of the subject with
respect to compliance with lifestyle mod-
ifications as well as detection bias of the
health care providers in ascertaining ad-
verse outcomes (5). In addition, the non-
inferiority design offers no protection
against a predetermined idea of equiva-
lence by the investigator, who could allo-
cate similar scores to responses and
events of all study subjects (6).
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An Open,
Randomized,
Parallel-Group Study
to Compare the
Efficacy and Safety
Profile of Inhaled
Human Insulin
(Exubera) With
Glibenclamide as
Adjunctive Therapy
in Patients With Type
2 Diabetes Poorly
Controlled on
Metformin

Response to Kanna and Abreu-
Pacheco

W e thank Kanna and Abreu-
Pacheco (1) for their comments
on our study (2). As Kanna and

Abreu-Pacheco point out, overweight and
obesity are strongly linked to the develop-
ment of type 2 diabetes and can compli-
cate its management. While most patients
with type 2 diabetes are overweight (3),
this study (2) included individuals with a
range of BMI values typical of those seen
in clinical practice; mean BMI in the in-
haled insulin and glibenclamide groups
was 31.8 (range 19–51) and 31.1 (22–
47), respectively. When analyzed by
baseline BMI values, the mean change
from baseline A1C in the moderately high
A1C arm (�8 to �9.5%) was �1.6,
�1.3, and �1.5% in patients with base-
line BMI values of �30, 30–35, and �35
kg/m2, respectively, compared with
�1.5% for all subjects. In the very high
A1C arm (�9.5%), mean change from
baseline A1C was �3.1, �2.8, and
�2.8% in patients with baseline BMI val-
ues of �30, 30–35, and �35 kg/m2, re-

spectively, compared with �2.9% for all
subjects. The results show no meaningful
differences between the BMI categories,
and the authors therefore believe it to be
unlikely that the baseline BMI values
could have confounded the A1C results.

For the duration of the study, patients
were required to follow an American Di-
abetes Association diet (with 30% fat and
calories sufficient to maintain ideal body
weight) and to perform 30 min of moder-
ate exercise at least 3 days per week. There
was no specific measure of compliance
with diet and exercise regimens during
the study, but patients were reminded of
their importance at each clinic visit.

Finally, we would like to point out
that our study was open label and not
blinded. As highlighted in the article, a
double-blind study, while desirable, was
not possible for two principal reasons: 1)
it was not possible to manufacture a suit-
able placebo for inhaled insulin, and 2) it
is generally inappropriate to blind treat-
ment when individualized flexible dose
titration is needed for effective manage-
ment with exogenous insulin.

ANTHONY H. BARNETT, BSC, MD, FRCP
1

MANFRED DREYER, MD
2

PETER LANGE, MD
3

MARJANA SERDAREVIC-PEHAR,4

ON BEHALF OF THE EXUBERA PHASE III
STUDY GROUP

From the 1University of Birmingham and Heart of
England National Health Service Foundation Trust
(Teaching), Birmingham, U.K.; the 2Department of
Diabetes and Metabolism, Bethanien Krankenhaus,
Hamburg, Germany; the 3Department of Respira-
tory Medicine, Hvidovre University Hospital,
Hvidovre, Denmark; and 4Pfizer Ltd., Sandwich,
U.K.

Address correspondence to A.H. Barnett, Under-
graduate Centre, Birmingham Heartlands Hospital,
Bordesley Green East, Birmingham, B9 5SS, U.K.
E-mail: anthony.barnett@heartofengland.nhs.uk.

M.S.-P. is an employee of Pfizer.
DOI: 10.2337/dc06-2173
© 2007 by the American Diabetes Association.

● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ● ●

References
1. Kanna B, Abreu-Pacheco H: An open, ran-

domized, parallel-group study to compare
the efficacy and safety profile of inhaled hu-
man insulin (Exubera) with glibenclamide
as adjunctive therapy in patients with type
2 diabetes poorly controlled on metformin
(Letter). Diabetes Care 30:445–446, 2007

2. Barnett AH, Dreyer M, Lange P, Serdarevic-
Pehar M, the Exubera Phase III Study
Group: An open, randomized, parallel-
group study to compare the efficacy and
safety profile of inhaled human insulin
(Exubera) with glibenclamide as adjunc-

tive therapy in patients with type 2 diabetes
poorly controlled on metformin. Diabetes
Care 29:1818–1825, 2006

3. Daousi C, Casson IF, Gill GV, MacFarlane
IA, Wilding JPH, Pinkney JH: Prevalence of
obesity in type 2 diabetes in secondary
care: association with cardiovascular risk
factors. Postgrad Med J 82:280–284, 2006

Hyperglycemia and
Diabetes in Patients
With Schizophrenia
or Schizoaffective
Disorders

Response to Cohen et al.

W e commend Cohen et al. (1) on
their report on hyperglycemia
and diabetes in patients with

schizophrenia and schizoaffective disor-
ders. To our knowledge, this is the first
large study of oral glucose tolerance tests
in this population.

Cohen et al. found that the prevalence
rate of diabetes was significantly higher in
patients with schizophrenia and schizoaf-
fective disorders than in the general pop-
ulation. They did not detect a differential
effect of antipsychotic monotherapy in di-
abetogenic effects, and they consequently
proposed a modification of the consensus
statement on antipsychotic drugs, obe-
sity, and diabetes, i.e., measurement of
fasting glucose in all patients with schizo-
phrenia irrespective of the prescribed an-
tipsychotic drug. We argue that the
differences in the metabolic effects of dif-
ferent antipsychotic agents are too clear in
the literature to justify any notion that the
antipsychotic agents are comparable in
their metabolic effects.

Comparative studies of antipsychotic
agents are limited in their scope by the
difficulty in conducting randomized con-
trolled trials of antipsychotic agents. For
many patients, specific antipsychotic
agents are indicated ahead of the others
based on the information available at that
time. For example, clozapine is difficult to
study in comparative investigations be-
cause it is not recommended by most as a
first-line treatment. A recent study (2) ad-
dressed this issue to some extent by con-
ducting a randomized controlled trial of
risperidone and olanzapine in dogs. The
dogs who received olanzapine developed
hepatic insulin resistance, whereas those
who received risperidone did not. Fur-
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