
OBSERVATIONS

Association Between
Vitamin D Receptor
Genotype and Age of
Onset in Juvenile
Japanese Patients
With Type 1
Diabetes

1,25-dihydroxyvitamin D3[1,25(OH)2D3]
not only regulates calcium metabolism
but also modulates the immune system.
Some reports have suggested that
1,25(OH)2D3 helps to prevent the devel-
opment of type 1 diabetes. The associa-
tion between the vitamin D receptor
(VDR) genotype and susceptibility to type
1 diabetes has been examined, but a de-
finitive conclusion has not yet been
reached (1,2). We examined the VDR ge-
notype in juvenile Japanese patients with
type 1 diabetes.

A total of 108 diabetic patients (41
boys and 67 girls, age of onset 0.4–18
years with a median age of 8.9) and 120
nonrelated nondiabetic subjects were
studied. Three polymorphic restriction
f ragment– length polymorphisms
(RFLPs), i.e., Fok I, ApaI, and TaqI, were
genotyped by PCR-RFLP method. The ge-
notype or allele frequencies were com-
pared statistically by the �2 test. The
significance of differences in each geno-
type for the age of onset was tested with
the Mann-Whitney U test.

Among the patients, the FF (n � 50)
and tt (n � 5) genotypes were found rel-
atively frequently, and aa (n � 46) was
infrequent compared with those in con-
trol subjects, but these differences were
not statistically significant (P � 0.14,
0.18, and 0.38 for FF, tt, and aa geno-
types, respectively). There was also no
significant difference in the allele fre-
quency of each polymorphism, although
the incidence of the F allele tended to be
higher in the diabetic patients (P �
0.051). Concerning the age of onset of
diabetes, patients with the ff genotype
(n � 12, median 5.2 years, range 1.7–
11.0) were significantly younger at onset
than those with FF (n � 50, 9.7 years,
0.4–15.9, P � 0.01) or Ff (n � 46, 8.9
years, 0.9–18.0, P � 0.03). No significant

association was observed between the
TaqI or ApaI genotype and the age of on-
set.

The ff genotype has been reported to
be associated with a lower expression of
VDR mRNA and reduced inhibition of
phytohemagglutinin-stimulated growth
of peripheral blood mononuclear cells.
Thus, the Fok I genotype may influence
the rate of the progression of insulitis by
modifying the autoimmune process,
which may have led to the significant dif-
ference in the age of onset. The relatively
high frequency of the F allele in diabetic
patients, which has also been found in
Japanese adult diabetic patients (2), is ap-
parently inconsistent with this observa-
tion. A possible explanation is that the
impact of Fok I polymorphism may not be
strong enough to prevent the progression
of autoimmune insulitis into overt diabe-
tes and thus does not influence suscepti-
bility to the disease itself.

In conclusion, VDR gene polymor-
phism does not appear to have a strong
enough impact to clearly influence sus-
ceptibility to the disease itself, but Fok I
polymorphism might influence the age of
onset of diabetes in juvenile Japanese di-
abetic patients.
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The Cost of Self-
Monitoring of Blood
Glucose Is an
Important Factor
Limiting Glycemic
Control in Diabetic
Patients

M aintenance of near normoglyce-
mia can delay or prevent micro-
vascular complications, but it

cannot be carried out without a pro-
gram of patient education, including
self-monitoring of blood glucose
(SMBG) (1,2). Motivation toward SMBG
depends on several ill-defined factors,
and there is no consensus on the effective-
ness of SMBG in diabetes management
(3–6).

We undertook a single-blinded, con-
trol-matched, longitudinal study of pa-
tients with insulin-requiring diabetes
(n � 62) to examine barriers to SMBG and
determine whether eliminating the cost
barrier would increase SMBG frequency
and glycemic control. Eligibility criteria
were insulin treatment with at least two
injections/day for at least 1 year (1),
HbA1c �120% of upper limit of normal
(2), and recent diabetes education (3).
The patients completed questionnaires
reporting their habitual SMBG frequency,
perceived barriers to SMBG, monthly in-
come, and any private health insurance
plans to verify coverage for glucometer
reagents. They were randomly assigned in
a patient-blinded fashion to two groups of
31 patients each, matched for age, sex,
education, income, private health insur-
ance coverage, diabetes type, diabetes du-
ration, number of years on insulin,
habitual SMBG frequency, random blood
glucose, HbA1c, and number of daily in-
sulin injections. They were asked to par-
ticipate in the study over a period of 12
months, with second monthly visits to the
research nurse, and they were instructed
in the use of the glucometer DEX (Bayer,
Etobicoke, Canada), but they were not
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given any information on how frequently
they should self-monitor. A glucometer
and 50 strips were supplied to one group
of patients (control or C group), who were
instructed to purchase additional strips as
needed. A glucometer and 100 strips/
month were given to the second group
(no-cost or NC group). At each visit, ran-
dom blood glucose and HbA1c were mea-
sured, familiarity with the glucometer
was checked, and the glucometer mem-
ory was downloaded using a computer
software program (WinGlucofacts; Bayer,
Elkhart, IN). No feedback was provided
to the patient. Because of the small num-
ber of patients and the similar representa-
tion of diabetes types in both groups,
the data were combined for statistical
analysis.

At entry, patients indicated that they
were not self-monitoring more often be-
cause testing was not convenient (47%),
strips were too expensive (31%), they
could feel their own blood glucose with-
out testing (21%), testing was too painful
(14%), or testing did not help (10%). To-
tals of 16 and 25 patients in the C and NC
groups, respectively, completed the study
(dropout rates of 48 and 19%, respective-
ly). At the end of the study, the remaining
patients indicated that testing was not
convenient (29%), they could feel their
own blood glucose without testing (20%),
testing was too painful (17%), strips were
too expensive (10%), or testing did not
help (7%). The stated reasons were not
significantly different between groups.

Glucometer-recorded SMBG fre-
quency increased with time and was
higher in the NC than in the C group
(2.0 � 0.2 vs. 1.4 � 0.1 during the first 4
months, P � 0.05). Insulin dose in-
creased �1.5-fold in the C group (58.5 �
6.9 to 75.1 � 12.1 unit/day, P � 0.05)
but not in the NC group (52.5 � 3.0 to
52.6 � 3.4 units/day). HbA1c initially de-
creased in both groups and then increased
in the C group, and final HbA1c was lower
in the NC than in the C group (8.7 � 0.3
vs. 9.9 � 1.1%, P � 0.01). Average blood
glucose at the end of the study was also
lower in the NC than in the C group
(205.2 � 10.6 vs. 252.0 � 39.6 mg/dl,
P � 0.05).

Thus, although inconvenience was
the main reported barrier to SMBG, cost
was an important factor, perhaps explain-
ing the higher dropout rate in the C than
in the NC group. The simple strategy of

supplying free strips increased compli-
ance with SMBG and enhanced diabetes
self-management. Overall, patients who
were given free strips had lower HbA1c

and average blood glucose and insulin
doses versus control subjects.
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Association Between
Plasma Thrombin-
Activatable
Fibrinolysis Inhibitor
Levels and Activated
Protein C in
Normotensive Type
2 Diabetic Patients

H ypofibrinolysis is a common find-
ing in patients with diabetes and a
risk factor for the occurrence of

micro- and macroangiopathy (1–3). Re-
cently, a new potent inhibitor of fibrino-
lysis, the thrombin-activatable fibrinoly-
sis inhibitor (TAFI) was isolated from hu-
man plasma (4). It has been reported that
the plasma levels of TAFI are increased in
diabetic patients, and it may play an im-
portant role in the mechanism of hypofi-
brinolysis observed in these patients (5).

Activated protein C (APC) is a serine
protease that inhibits thrombin formation
by proteolytically inactivating factors Va
and VIIIa and by stimulating fibrinolysis
(6,7). Thrombin stimulates the conver-
sion of TAFI in its active form. APC may
indirectly promote fibrinolysis by inhibit-
ing thrombin generation and by inhibit-
ing the action of plasminogen activator
inhibitor-1 (7,8). Both TAFI and APC are
regulated by thrombin-thrombmodulin
complex on the plasma membrane of en-
dothelium (6). This mechanism appears
to be important for controlling the bal-
ance between coagulation and fibrinolysis
in diabetic patients. In the present study,
we investigated the plasma levels of TAFI
and its relationship with APC in normo-
tensive type 2 diabetic patients.

Forty normotensive (�140/90
mmHg) nonobese type 2 diabetic patients
(28 men and 12 women, aged 54.7 � 1.8
years [means � SE], BMI 22.5 � 0.4 kg/
m2, diabetes duration 9.1 � 1.1 years,
systolic blood pressure 129.1 � 2.1
mmHg, diastolic blood pressure 77.0 �
1.6 mmHg, fasting blood glucose levels
8.59 � 0.32 mmol/l, and HbA1c 9.1 �
0.3%) with normal hepatic function and
without any medication that may influ-
ence blood coagulation profile were en-
rolled in the present study. There were 30
patients with normoalbuminuria (albu-
min excretion rate 8.6 � 0.6 �g/min) and
10 with microalbuminuria (47.6 � 6.9
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�g/min). No patient had cardiovascular
autonomic neuropathy. Twenty six pa-
tients were being treated with diet therapy
alone, 14 with oral hypoglycemic agents,
but none with thiazolidine. Twenty age-
matched nonobese healthy individuals
(16 men and 4 women) were used as con-
trol subjects.

The plasma levels of TAFI were mea-
sured using a commercially available EIA
kit (TAFI-EIA; Kordia Laboratory Sup-
plies, Leiden, the Netherlands) (5). APC-
PCI complex, a marker of ongoing protein
C (PC) activation, was measured by en-
zyme-linked immunoassay as described
(9). PC antigen was measured by solid-
phase immunoassay as described (9). To-
tal protein S (PS), which is a cofactor for
activation of PC, was measured as re-
ported (9). The plasma levels of the
thrombin-antithrombin complex (TAT)
were measured by EIA method as de-
scribed (9). The plasma levels of D-dimer
(DD) were measured by a commercial EIA
kit (D-dimer test-F; Kokusai-Shiyaku,
Kobe, Japan).

The ratio between the plasma concen-
trations of DD and TAT complex (DD/
TAT), an index of fibrinolytic activity, was
significantly decreased in diabetic pa-
tients compared with healthy subjects
(15.3 � 1.3 vs. 26.5 � 2.2, P � 0.05).
The plasma levels of TAFI were signifi-
cantly higher (139.1 � 10.3 vs. 99.5 �
4.9%, P � 0.05) in diabetic patients than
in normal subjects. The plasma levels of
APC-PCI were significantly higher
(3.36 � 0.28 vs. 2.17 � 0.48 pmol/l, P �
0.05) in diabetic patients than in normal
subjects. The plasma levels of TAFI were
positively and significantly correlated
with the plasma levels of APC-PCI (r �
0.53, P � 0.001) in diabetic patients.
There was significant correlation between
the plasma levels of TAFI and PS in dia-
betic patients (r � 0.50, P � 0.005).
There was no significant correlation be-
tween TAFI and PC antigen levels (r �
0.04).

The thrombomodulin-thrombin
complex formed on the plasma mem-
brane of endothelium exerts anticoagu-
lant activity by catalyzing the conversion
of PC to activated APC, which inhibits
activation of blood coagulation (6,7). On
the other hand, this thrombomodulin-
thrombin complex may also promote
coagulation by activating TAFI (6). Acti-
vated TAFI inhibits fibrinolysis by remov-
ing COOH-terminal lysine residues from

fibrin. Lysine residues are high affinity
binding sites for plasminogen, which is a
precursor of plasmin, the key serine pro-
tease for fibrinolysis (10). In the present
study, the DD/TAT ratio was significantly
decreased in diabetic patients compared
with healthy control subjects, suggesting
the occurrence of hypofibrinolysis in dia-
betes. This decrease in fibrinolytic activity
may be related to the increase in the
plasma levels of TAFI.

Interestingly, the circulating levels of
TAFI were significantly correlated with
those of APC-PCI complex, a marker of
APC generation. It has been reported that
APC improves decrease of fibrinolytic ac-
tivity induced by TAFI in vitro (11,12).
The fact that circulating levels of TAFI
and APC-PCI complex are significantly
correlated suggests that APC may pro-
mote fibrinolysis in diabetic patients by
modulating the action of TAFI. However,
the significant decrease of DD/TAT in di-
abetic patients compared with control
subjects suggests that APC may not be
sufficient for suppressing the decrease in
fibrinolytic activity in diabetes.

This insufficient activity of APC may
be due to an imbalance between the
thrombomodulin-mediated activity of
both TAFI and PC in favor of the former.
In brief, PC activation may be important
for the regulation of TAFI-induced hypo-
fibrinolysis in diabetes.
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Metabolic Syndrome
in American Indians

The National Cholesterol Education
Program Expert Panel on Detection,
Evaluation and Treatment of High

Blood Cholesterol in Adults (Adult Treat-
ment Panel III [ATP III]) recently pro-
posed a formal definition of the metabolic
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(insulin resistance) syndrome (1). For the
purposes of ATP III, metabolic syndrome
is present when �3 of the following de-
terminations are present: waist circumfer-
ence �102 or �88 cm in men and
women, respectively; triglycerides �150
mg/dl; HDL cholesterol �40 or �50
mg/dl in men and women, respectively;
blood pressure �130/�85 mmHg; and
fasting glucose �110 mg/dl.

Data from the Third National Health
and Nutrition Examination Survey
(NHANES III) show that among U.S.
adults �20 years of age, metabolic syn-
drome is present in 23.8, 21.6, and 31.9%
of whites, blacks, and Hispanics, respec-
tively (2). NHANES III does not include
data for American Indians. The baseline
examination of the Strong Heart Study
(SHS), a longitudinal, population-based
study of cardiovascular disease (CVD)
and CVD risk factors in 4,549 American
Indians, was concurrent with NHANES
III . Therefore, SHS data provide a unique
opportunity to contrast the dramatic eth-
nic differences in prevalence of metabolic
syndrome between American Indians and
other ethnic groups in the U.S. The prev-
alence of metabolic syndrome in SHS men
aged 45–49 years was 43.6% compared
with 20.0% among all men in NHANES
III , a prevalence ratio of 2.18. The prev-
alence of metabolic syndrome in SHS
women in the same age group was 56.7%
compared with 23.1% among NHANES
III women, a ratio of 2.45.

Ethnic differences in prevalence of
metabolic syndrome between SHS men
and NHANES III men diminished with
age, resulting in similar prevalence rates
in the 60 – 69 and 70 –74 age groups
(�43% for both SHS and men in both age
groups). In contrast, the prevalence of
metabolic syndrome in SHS women was
considerably higher than that in
NHANES III women, even in the older-
aged participants. In the 60 – 69 and
70–74 age groups, the prevalence ratio
contrasting SHS women to NHANES III
women was 1.56. The overall prevalence
of metabolic syndrome was 55.2% in SHS
participants aged 45–74 years.

The lack of increase in metabolic syn-
drome with age in SHS men may reflect
maintenance of a traditional lifestyle
among men of older generations and/or
selective mortality among less healthy
older men. The high prevalence of meta-
bolic syndrome among older SHS women
may reflect relatively better survival with

CVD risk factors and/or earlier adoption
of a sedentary lifestyle. Metabolic syn-
drome among American Indians is likely a
combination of genetics (3) and environ-
mental factors, such as low physical activ-
ity and obesity. The high prevalence of
metabolic syndrome in American Indians
may, in part, explain the rapidly increas-
ing rates of CVD in this population (4).
Additional efforts are needed to achieve
desirable practice patterns that are suffi-
cient to meet the needs of people with
metabolic syndrome. This is especially
pressing for American Indians, in whom
the high prevalence of metabolic syn-
drome and increasing CVD rates under-
score the need for effective treatment of
risk factors.
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Fasting
Hyperglycemia
Predicts the
Magnitude of
Postprandial
Hyperglycemia

Implications for diabetes therapy

Postprandial blood glucose is a strong
predictor of HbA1c levels and car-
diovascular mortality (1–3). The

treatment of postprandial hyperglycemia
has become prominent with the recent
availability of oral hypoglycemic agents
that specifically target the postmeal glu-
cose rise. The aim of this study was to
examine the relationship between the
fasting blood glucose level and the mag-
nitude of the postprandial glucose rise in
type 2 diabetes. Specifically, if the fasting
blood glucose level is a determinant of the
postprandial glucose excursion, then cor-
rection of fasting hyperglycemia should
precede attempts at limiting postprandial
hyperglycemia.

All results are expressed as means �
SD. A total of 21 subjects (11 men and 10
women) with non–insulin-requiring
type 2 diabetes and average glycemic con-
trol (HbA1c 7.3 � 1.4%) were recruited.
The subjects were aged 59.4 � 11.1 years,
were moderately obese (BMI 31.3 � 5.5
kg/m2), and had been diagnosed with di-
abetes for 8.7 � 8.8 years. Two of the
patients were treated with diet and exer-
cise alone, and the remaining 19 were tak-
ing one or two oral hypoglycemic agents
for diabetes control (n � 13 for sulfonyl-
ureas, n � 6 for metformin, and n � 3 for
thiazolidinediones).

Subjects were admitted overnight to
the General Clinical Research Center for
stabilization. At 2200, subjects ate a
5-kcal/kg American Diabetes Association
(ADA) snack and then fasted until morn-
ing. The volunteers’ diabetes medications
were withheld on the morning of the
study. Between 0800 and 0815, the sub-
jects ate a standardized 8-kcal/kg ADA
breakfast. The breakfast was prepared in
the metabolic kitchen and consisted of an
English muffin, bacon, a scrambled egg,
and a noncaffeinated beverage. Blood was
drawn for analysis at �0.05, 0, 0.5, 1, 2,
3, and 4 h relative to the test meal. Plasma
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glucose was analyzed using the glucose
oxidase method. The glucose excursion at
each time point was expressed as the
change from the fasting plasma glucose
level. Area under the curve (AUC) for the
glucose excursion was calculated using
the linear trapezoidal rule. The relation-
ship between the fasting plasma glucose
level and the postprandial glucose excur-
sions was analyzed using linear regression.

The average fasting plasma glucose
was 7.4 � 2.4 mmol/l (135 � 43 mg/dl),
with a range of 4.3–14.3 mmol/l (78–259
mg/dl). The fasting plasma glucose level
was strongly correlated with the 30-min
(r � 0.86, P � 0.001), 1-h (r � 0.9, P �
0.001), 2-h (r � 0.89, P � 0.001), 3-h
(r � 0.84, P � 0.001), and 4-h (r � 0.89,
P � 0.001) absolute postmeal plasma glu-
cose levels and with the integrated AUC
(r � 0.93, P � 0.001) for the absolute
postmeal plasma glucose levels (not base-
line corrected). Furthermore, the fasting
plasma glucose level had a strong positive
correlation with the 1-h (r � 0.55, P �
0.01), 2-h (r � 0.7, P � 0.001), 3-h (r �
0.59, P � 0.005), and 4-h (r � 0.6, P �
0.004) glucose excursions from baseline.
Overall, the correlation between the fast-
ing plasma glucose and the AUC for the
postprandial glucose excursion was
highly significant (r � 0.71, P � 0.001).

We conclude that the fasting plasma
glucose level predicts the degree of post-
meal hyperglycemia and the magnitude of
the postmeal glucose excursion from
baseline. It is not surprising that the un-
corrected postmeal glucose levels are
strongly related to the premeal baseline
glucose concentration. However, the ob-
servation that the prandial glycemic ex-
cursion from baseline is predicted by the
fasting plasma glucose level is more rele-
vant to decisions regarding diabetes ther-
apy. The premeal glucose concentration
accounts for 50% of the variability in the
postmeal glucose rise in subjects with
non–insulin-requiring diabetes. The re-
maining variability in glycemic responses
after a standardized meal could be ex-
plained by relatively fixed factors, such as
the renal threshold for glycosuria, endog-
enous insulin reserves, and the gastric
emptying time.

The strength of this study is that par-
ticipants had a wide range of fasting blood
glucose levels with HbA1c values close to
targets recommended by the ADA. The
subjects enrolled in this study were taking
standard oral hypoglycemic agents, in-

cluding sulfonylureas, metformin, and
thiazolidinediones, until the morning of
the study and were tested after a standard-
ized meal. Our results extend a recently
published study that employed non-
standardized meals and variable medica-
tions (4). In that study, the investigators
found a weaker correlation between the
fasting and absolute postbreakfast glu-
cose levels (r � 0.64, P � 0.01). A small
number of studies have shown equivalent
reductions in HbA1c regardless of
whether treatments were used to specifi-
cally correct fasting or postprandial hy-
perglycemia (5–7). The outcomes of these
studies suggest a carry over beneficial ef-
fect on premeal glucose levels when post-
meal and nocturnal hyperglycemia is
reduced with meal-based therapies. To
date, no published studies have com-
pared the glycemic response to a stan-
dardized meal in subjects with type 2
diabetes where each subject was studied
at varying levels of fasting glucose.

The importance of the current study
to health care providers is that it shows
that the postmeal glucose excursion is di-
rectly related to overnight fasting blood
glucose concentration. Data from this
study suggest that, in order to improve
overall glycemic control, fasting hyper-
glycemia should be corrected before start-
ing specific treatment for postprandial
hyperglycemia in subjects with non–
insulin-requiring type 2 diabetes. Because
correction of fasting hyperglycemia may
be easier to achieve (in some patients)
than correction of postprandial hypergly-
cemia, this strategy may result in im-
proved overall glycemic control at
reduced medication cost.
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Dysfunction of Active
Transport of Blood-
Retinal Barrier in
Patients With
Clinically Significant
Macular Edema in
Type 2 Diabetes

D iabetic macular edema (DME),
which causes retinal thickening, is a
main cause of visual impairment in

patients with diabetes (1,2). The impor-
tant pathophysiology of DME is the loss of
retinal capillary pericytes, resulting in in-
creased vascular permeability of the
blood-retinal barrier (BRB) (3). However,
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there is only one report about the active
transport of the BRB in patients with DME
(4). The aim of this study was to evaluate
the active transport of the BRB in patients
with clinically significant diabetic macu-
lar edema (CSME) (5) in type 2 diabetes
using differential vitreous fluorophotom-
etry (DVF).

We studied six eyes of six patients
with type 2 diabetes with CSME (age
range 53–70 years, mean 63 years), five
eyes of five patients with type 2 diabetes
without CSME (age range 64–73 years,
mean 69 years), and seven eyes of seven
normal subjects (age range 58–66 years,
mean 62 years). Informed consent was
obtained from all subjects. All procedures
adhered to the tenets of the Declaration of
Helsinki. The eyes were diagnosed based
on the findings of a best-corrected visual
acuity, slit-lamp biomicroscopy, indirect
ophthalmoscopy, fundus photography,
and fluorescein angiography (5).

Fluorescein (F) and fluorescein
monoglucuronide (FG) concentrations in
the vitreous were determined using DVF
modified Fluorotron Master (OcuMetrics,
Mountain View, CA). The fluorescence
readings were converted to F and FG con-
centrations using the methods of
McLaren et al. (6). DVF was performed
120 min after intravenous injection of 14
mg/kg sodium fluorescein. The F/FG ra-
tio, a good indicator of the estimated ac-
tive transport of the BRB, was calculated
based on the concentration of F and FG in
the vitreous obtained by DVF (7). If the
active transport of the BRB is low, the
F/FG ratio increases. We compared the
F/FG ratio in the three groups using one-
way ANOVA and Scheffe’s test.

The F/FG ratio in the control subjects,
the patients without CSME, and the pa-
tients with CSME were 0.42 � 0.32
(0.13–0.95), 0.50 � 0.34 (0.10–0.80),
and 2.84 � 1.20 (1.13–4.12), respec-
tively. The F/FG ratio was markedly
higher in the patients with CSME than in
the control subjects (P � 0.0001) and in
the patients without CSME (P � 0.0004).

This result indicates directly and clin-
ically the active transport dysfunction of
the BRB in the patients with CSME. We
reported the abnormal inward permeabil-
ity of the retina caused by BRB breakdown
in patients without CSME with diabetes
using vitreous fluorophotometry (8).
However, in the present study, the active
transport of the BRB was normal in the
patients without CSME. Dysfunctional

active transport of the BRB may not be
found until DME develops. The abnor-
mality of the active transport of the BRB
may be a pathogenic mechanism of DME.
The pharmacologic normalization of the
active transport of the BRB may be the
future treatment of DME.
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Necrobiosis Lipodica
Is a Clinical Feature
of Maturity-Onset
Diabetes of the
Young

N ecrobiosis lipodica (NL) is a recog-
nized feature of diabetes affecting
0.3–1.2% of patients (1,2). It pre-

sents with elevated, erythematous lesions
(usually on the shins), which typically be-
come atrophic in the center over time. It is
most commonly seen in patients with
type 1 diabetes, but 7–30% of diabetic
patients with NL have type 2 diabetes (1–
3). This gives a prevalence of NL of 6.5%
in patients with type 1 diabetes and 0.4%
in patients with type 2 diabetes. Numer-
ous underlying mechanisms have been
proposed, including vascular dysfunction,
autoimmunity, and genetic factors (4).

Maturity-onset diabetes of the young
(MODY) is a subtype of non–insulin-
dependent diabetes characterized by a
young age of onset (usually before 25
years), autosomal dominant inheritance,
and 	-cell dysfunction. Mutations in five
genes have been found to cause MODY:
glucokinase, hepatocyte nuclear factor
(HNF)-1
, HNF-4
, HNF-1	, and insu-
lin promoter factor-1 (5). Two family
members from a Chinese family with an
HNF-1
 mutation have been described
with diabetes and NL (6). There have
been no studies looking at the prevalence
and course of NL in MODY.

We reviewed the records of 178 pa-
tients from 108 families referred to Exeter
fitting the clinical criteria for MODY (di-
agnosis �25 years and three-generation
history of diabetes with autosomal domi-
nant inheritance). If evidence of a rash
was noted, further details were collected
from the patient and clinical records.

Five patients (three female) from five
families had a rash typical of NL (con-
firmed on biopsy in one patient), giving a
prevalence of 2.8%. The mean age of on-
set of NL was 19 years (range 15–25
years). Onset varied between 3 years be-
fore and 5 years after diagnosis of diabe-
tes. The diagnosis of NL led directly to the
diagnosis of diabetes in two patients. Pa-
tients had good glycemic control, and no

Letters

DIABETES CARE, VOLUME 25, NUMBER 7, JULY 2002 1249

D
ow

nloaded from
 http://ada.silverchair.com

/care/article-pdf/25/7/1262/645293/1262b.pdf by guest on 10 April 2024



other diabetic complications were present
at diagnosis of NL. In two patients the
rash resolved within 1 year, whereas there
has been no improvement for the other
three patients (17–43 years after diagno-
sis). Mutations in the HNF-1
 gene have
been found by direct sequencing in three
patients (P291fsinsC, R159Q, and R54X),
one patient declined genetic testing, and
in the fifth patient direct sequencing of
the full coding region and minimal pro-
moter of the HNF-1
 and HNF-4
 genes
has failed to identify a mutation.

We have shown that NL is a feature of
MODY in 2.8% of patients, a prevalence
lower than that seen in type 1 diabetes
(6.5%) and higher than that found in type
2 diabetes (0.4%) (1– 4). This higher
prevalence of NL in MODY compared
with type 2 diabetes may be caused by se-
lection bias in a well-characterized group.

The MODY patients described here
developed NL early in their disease
course, often before diagnosis of diabetes;
their glycemic control was good, and
other diabetic complications were not
present. This is in contrast with other re-
ports that have suggested an association
with microvascular complications (7,8).
The finding of NL in this monogenic form
of diabetes makes a specific etiology re-
lated to a type of diabetes, such as auto-
immunity, unlikely.

We conclude that NL is a feature of
diabetes due to MODY. If NL is found in a
young nonobese diabetic patient, a diag-
nosis of MODY as well as type 1 diabetes
should be considered, especially in the
presence of a family history.
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Atorvastatin,
Diabetic
Dyslipidemia, and
Cognitive
Functioning

C ognitive functioning is reduced in
patients with type 2 diabetes as
compared with age-matched pa-

tients without diabetes (1). In particular,
verbal memory and complex information
processing are affected in patients with
diabetes, which has an impact on daily
functioning (2). The severity of cognitive
dysfunction in patients with diabetes pre-
sumably results from an interaction be-

tween risk factors for macro- and
microvascular disease (3). Previous stud-
ies suggest a positive association between
indexes of cognitive impairment and ele-
vation of plasma triglyceride level (4,5).
The effect of lowering serum triglyceride
levels by gemfibrozil on cognitive func-
tioning has been investigated in elderly
hypertriglyceridemic patients (11 of the
44 patients had diabetes). Lowering tri-
glyceride levels appeared beneficial to
cerebral perfusion and cognitive perfor-
mance after 4–6 months (6). Therefore,
we studied in the Diabetes Atorvastatin
Lipid Intervention (DALI) study (7), the
effect of atorvastatin on diabetic dyslipi-
demia and cognitive functioning. Thirty
patients with diabetes, aged 45–75 years,
with fasting triglycerides between 1.5 and
6.0 mmol/l and total cholesterol levels be-
tween 4.0 and 8.0 mmol/l, and without
ischemic heart and cerebrovascular dis-
ease were included. Patients received pla-
cebo (n � 8), 10 mg atorvastatin (n � 7),
or 80 mg atorvastatin (n � 11) during 30
weeks. Two patients withdrew before the
end of the study for personal reasons, and
two patients withdrew because of proto-
col violation. Fasting lipids and neuro-
psychological tests were assessed at
baseline and after 30 weeks. The neuro-
psychological test-battery was composed
in line with the findings of previous stud-
ies with comparable groups (1). Orienta-
tion and auditory-verbal memory were
tested, as well as attention, psychomotor
speed, and executive functioning. Fur-
thermore, we estimated premorbid intel-
ligence with the Dutch version of the
National Adult Reading Test (NLV). Base-
line characteristics, lipids, and neuropsy-
chological tests results did not differ
between the intervention groups. The
mean HbA1c was 8.1 � 1.0%, and the
diabetes duration was 8.9 � 5.9 years.
Atorvastatin 10 and 80 mg respectively
reduced plasma triglyceride by 19 and
39%, total cholesterol by 27 and 42%,
and LDL cholesterol by 36 and 56%. The
baseline results of the auditory-verbal
memory test were below mean (i.e., �1
SD) in 71% of the study population, in
comparison with the normative data (8).
The baseline results on the other neuro-
psychological tests did not differ from a
nondiabetic population. The verbal mem-
ory test (CVLT) improved 24% (a mean of
seven extra words) after 30 weeks of treat-
ment with atorvastatin 80 mg. In the ator-
vastat in 10 mg group, the CVLT
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improved only 8% (a mean of two extra
words), and in the placebo group, no ef-
fect was observed. Verbal memory im-
provement correlated with an increase in
HDL cholesterol (r � 0.67, P � 0.05), a
reduction in LDL cholesterol (r � �0.34,
P � 0.05), and a reduction in triglycerides
(r � �0.34, P � 0.07) after adjustment
for age, baseline HDL cholesterol, LDL
cholseterol, triglycerides, and verbal
memory in the entire population. Atorva-
statin did not affect psychomotor speed,
attention, and executive functioning.

To summarize, in this small cohort of
hyperlipidemic patients with type 2 dia-
betes who were treated with atorvastatin,
verbal memory improvement was associ-
ated with improvement of the diabetic
dyslipidemia profile. Low- and high-dose
atorvastatin had no significant effect on
cognitive functioning.
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Rosiglitazone in
Combination With
Glimepiride Plus
Metformin in Type 2
Diabetic Patients

T ype 2 diabetic patients are often
treated with a combination of anti-
diabetic agents. The need to use

drugs with different and complementary
mechanisms of action frequently arises in
daily clinical practice. There are several
reasons to do this; namely, the disease it-
self is progressive, with deterioration of
glycemic control over time, and mono-
therapeutic attempts to achieve and main-
tain glycemic control often fail in the long
run (1,2).

Some patients do not accept insulin
treatment because of the fear of needles
and injections, the fear that the complica-
tions of diabetes are caused by insulin,
and other false beliefs, and are willing to
take as many antidiabetic pills the doctor
is prepared to prescribe.

The combination of a sulfonylurea
with metformin is commonly used in clin-
ical practice. But when this potent com-
bination is no longer able to provide
acceptable glycemic control, the addition
of an antidiabetic drug with a different
mode of action may lead to improved
metabolic control.

The peroxisome prol i ferator–
activated receptor-� (PPAR-�) agonist
rosiglitazone has been shown to produce
significant improvement in glycemic con-
trol when administered to patients who
were inadequately controlled on the com-
bination of glibenclamide and met-
formin (3). Similar findings were
obtained in a trial with troglitazone,
the first member of the thiazolidinedi-
one class of antidiabetic agents. In a

double-blind placebo-controlled trial,
the addition of troglitazone in a therapeu-
tic regimen of sulfonylurea and met-
formin in inadequately controlled type 2
diabetic patients led to significant im-
provement in glycemic control (4). The
trial was completed before troglitazone
was taken off the market because of hep-
atotoxicity.

We examined the efficacy of rosiglita-
zone when added to a therapeutic regi-
men of glimepiride and metformin in type
2 diabetic patients.

A total of 38 Greek diabetic patients
inadequately controlled on maximum
doses of glimepiride (6 mg/day) and met-
formin (2,550 mg/day) were given rosigli-
tazone. There were 20 men and 18
women, the mean age was 58.6 � 8.1
(mean � SD), diabetes duration was
10.5 � 6 years, and BMI was 31 � 4.8
kg/m2. The patients were divided into two
groups. In the first group (19 patients),
the dose of rosiglitazone was 4 mg/day,
whereas in the second group (19 pa-
tients), the dose was 8 mg/day.

HbA1c levels were measured by high-
performance liquid chromatography.
Paired t testing was used for statistical
analysis, and P � 0.05 was considered
significant. Twenty weeks after the addi-
tion of rosiglitazone there was a statisti-
cally significant decrease in HbA1c levels
in both groups.

In the first group of patients, the av-
erage HbA1c before the treatment modifi-
cation was 8.9 � 1.1% and baseline
fasting plasma glucose (FPG) was 10.7 �
2.2 mmol/l. After the treatment modifica-
tion HbA1c was 7.8 � 0.9% (P � 0.001)
and FPG 8.9 � 1.2 mmol/l (P � 0.0001).
In the second group, the average baseline
HbA1c was 9 � 1.1% and the baseline
FPG was 10.8 � 2.3 mmol/l. After the
treatment modification, HbA1c was 7.6 �
0.8 (P � 0.0001 and FPG was 7.9 � 1
mmol/l (P � 0.0001).

The treatment with rosiglitazone was
well tolerated. Hypoglycemia was the
most frequent side effect in both patient
groups (18.6% at 4 mg/day and 28% at 8
mg/day). The dose of glimepiride and/or
metformin was reduced in patients with
hypoglycemic episodes, and the reduc-
tion proved to be effective in avoiding hy-
poglycemic reactions. Mean body weight
increased in both rosiglitazone groups
(4.2 kg at 4 mg/day and 4.6 kg at 8 mg/
day).

Rosiglitazone treatment has rarely
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been associated with severe liver reactions
(5–7). No symptoms or signs of liver dis-
ease were observed, and no change in
liver function tests was noted in the pa-
tients in our treatment groups for the 20-
week period of follow-up.

Our findings are in accordance with
those of other investigators who found
that in inadequately controlled type 2 di-
abetic patients, on treatment with a sulfo-
nylurea and metformin, the addition of
rosiglitazone produces significant im-
provement in glycemic control and is safe
and well tolerated (3).

Given the analogous results obtained
with troglitazone, it is very possible that
this is a class effect of thiazolidinediones
and not a specific action of rosiglitazone.
However, a major issue is whether hepa-
totoxicity is a class characteristic of all
thiazolidinediones related at least partly
to the activation of PPAR-� receptors, or
whether it is unique to troglitazone and
thus spares newer glitazones, such as ros-
iglitazone and pioglitazone.
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Preobesity in World
Health Organization
Classification
Involves the
Metabolic Syndrome
in Japanese

Obesity has increased at an alarming
rate throughout the world and has
been regarded as a global epidemic

disease in light of its close association
with a cluster of cardiovascular risk fac-
tors, including hypertension, dyslipide-
mia, and hyperglycemia. This clustering
of metabolic disorders is known as the
metabolic syndrome, which is associated
with insulin resistance (1). BMI is an esti-
mate of total body fat mass and is proba-
bly the most useful scale to define obesity.
Obesity has been defined as a BMI �30.0
kg/m2 in World Health Organization
(WHO) classification (2), but this does
not take into account the morbidity and
mortality associated with more modest
degrees of overweight. A significant in-
crease in risk of death from cardiovascular
disease was found for all BMIs of �25.0
kg/m2 in women and �26.5 kg/m2 in
men in a prospective study conducted in
the U.S. (3). The relation between BMI up
to 30.0 kg/m2 and the relative risk of sev-
eral chronic conditions caused by excess
body fat, including type 2 diabetes, hy-
pertension, coronary heart disease, and
cholelithiasis, appears to be approxi-
mately linear (4). In Japan and most other
Asian countries, a pronounced increase in
the prevalence of overweight and obesity
has been observed during the past two
decades (5). Although the Japanese are
often considered to be nonobese com-

pared with Caucasians, because of the dif-
ferences in the prevalence of obesity and
BMI distribution, the clustering of cardio-
vascular risk factors is thought to occur in
this relatively lean population as well.

To investigate whether an increment
in body weight increases the risk of met-
abolic complications in the Japanese, we
studied the relation of a graded classifica-
tion of obesity using BMI values based on
the WHO classification to components of
the metabolic syndrome, including the
levels of fasting plasma glucose (FPG), to-
tal cholesterol (TC), triglycerides (TGs),
high-density lipoprotein cholesterol
(HDL-C), blood pressure, and uric acid.
In a population-based cross-sectional
study of 1,559 healthy adults (1,169 men,
390 women) aged 35–60 years who un-
derwent annual health examinations in
1998, we classified the subjects into four
groups: underweight (BMI �18.5 kg/m2,
n � 113), normal (18.5–24.9 kg/m2, n �
1,086), preobese (25.0–29.9 kg/m2, n �
323), and class I obese (30.0–34.9 kg/m2,
n � 37) based on the WHO classification
(Table 1). Venous blood was sampled af-
ter an overnight fast for routine laboratory
investigations. Comparisons between
groups were performed with Bonferroni’s
multiple comparison test. In our study the
prevalence of BMI �25.0 kg/m2 was
23.1%, and that of BMI �30 kg/m2 was
2.4%. All but one of the components were
significantly higher (only HDL-C was
lower) for the preobese group compared
with the normal group (P � 0.001). These
components were also higher for the nor-
mal group than for the underweight
group, except for TGs (P � 0.01). No sta-
tistically significant differences were ob-
served among any of the parameters
except for systolic blood pressure in the
preobese and class I obese groups,
whereas there were differences in all of
the parameters besides TC (P � 0.09) be-
tween class I obese and normal groups
(P � 0.05) (Table 1). This means that a
significant increase in all of the compo-
nents of the metabolic syndrome was rec-
ognized in preobesity defined as BMI
25.0–29.9 kg/m2 in the WHO classifica-
tion. However, no BMI-related differ-
ences in FPG, TC, TGs, HDL-C, diastolic
blood pressure, and uric acid were ob-
served between preobesity and class I
obesity. Therefore, abnormalities in these
parameters seem to reach a plateau before
the BMI reaches 30.0 kg/m2, although this
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finding should be confirmed in a larger
population study.

Thus, 1) the risk of metabolic syn-
drome is significantly related to the de-
gree of obesity, 2) underweight appears to
be more preventive against the metabolic
syndrome than normal weight, and 3)
preobesity in the WHO classification in-
volves increased cardiovascular risk fac-
tors for the Japanese. Therefore, a lower
BMI at 25.0 kg/m2 should be used for the
Japanese population to estimate the prev-
alence of obesity and to identify the high-
risk groups for cardiovascular disease.
Racial differences should thus be taken
into account when defining obesity, and
we propose a BMI of 25.0 kg/m2 as the
optimal cutoff point for obesity in Japa-
nese and presumably other Asian popula-
tions.
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Prevalence of
Metabolic Syndrome
Among HIV Patients

R ecently published observations (1)
suggest that among HIV-positive
patients treated with highly active

antiretroviral therapy (HAART), the inci-
dence of cardiovascular diseases is in-
creased. Until now, no specific risk factors
have been identified except for those
related to behavior or metabolic abnor-
malities. So far, a sum of metabolic abnor-
malities have frequently been reported
among these patients, including in-
creased lipid levels, abnormal fat distri-
bution, elevated blood pressure, and
disturbance in glucose metabolism (2).
Studies designed to identify subclinical
atherosclerosis in HIV-infected patients
on HAART have been inconclusive. Nu-
merous modalities, including carotid in-
timal thickness measurement, brachial
reactivity, and electron beam computed
tomography, have shown varying results;
at this time, it is unclear what the results
mean. The metabolic syndrome is a clus-
ter of risk factors (disturbance in glucose
metabolism, central obesity, hyperten-
sion, and dyslipidemia) caused by insulin
resistance (3,4). Metabolic syndrome is
considered a powerful independent risk
factor for cardiovascular morbidity and
mortality (4). Insulin resistance is fre-
quent among HIV patients on HAART (5),
but there are no data about the prevalence
of the metabolic syndrome in these patients.

We evaluated the prevalence of the
metabolic syndrome in a large cohort of
HIV patients on HAART. We studied 553
patients (321 men, 232 women) with a
mean age of 37.1 � 7.3 years (range 20–
61). Metabolic syndrome has been de-
fined according to criteria released by the
Third Report of the National Cholesterol
Education Program Expert Panel on De-
tection, Evaluation and Treatment of
High Blood Cholesterol in Adults III (3).
In particular, HIV patients with three or
more of the following risk factors were
defined as having the metabolic syn-
drome: 1) high fasting glucose (�6.1
mmol/l), 2) central obesity (waist circum-
ference �102 cm in men and �88 cm in
women), 3) hypertension (�130/85
mmHg), 4) hypertriglyceridemia (�1.69
mmol/l), and 5) low HDL (�1.04 mmol/l
in men and �1.29 mmol/l in women) (3).

Among HIV patients, 133 (24.0%)
showed high fasting glucose or antidiabe-
tes medication use, 209 (37.8%) had cen-
tral obesity, 234 (42.3%) showed
hypertension, 328 (59.3%) showed hy-
pertriglyceridemia, and 290 (52.4%)
showed low HDL. One single risk factor
was present in 108 (19.5%) patients, two
in 95 (17.2%), three in 146 (26.4%), four
in 67 (12.1%), and five in 38 (6.9%). Of
the subjects, 99 (17.9%) showed no risk
factors. We found that 251 patients had
the metabolic syndrome (at least three
risk factors), leading to a prevalence of
45.4%. This prevalence was more than
twofold that reported recently by Ford et
al. (6) in the general population and was
even higher than that observed in subjects
older than 60 years (6). Although we are
referring to two different populations
(Italian HIV patients and American
adults), the difference in the prevalence of
metabolic syndrome between a cohort of
HIV patients on HAART and the general
population appears to be very remarkable.

Our data show that among HIV pa-

Table 1—Metabolic parameters by grade of obesity defined by a WHO expert committee

BMI
(kg/m2)

WHO
classification n

FPG
(mg/dl)

TC
(mg/dl)

TG
(mg/dl)

HDL-C
(mg/dl)

Systolic BP
(mmHg)

Diastolic BP
(mmHg)

Uric acid
(mg/dl)

�18.5 Underweight 113 88 � 11 178 � 28 79 � 24 62 � 14 118 � 13 70 � 10 4.8 � 1.2
18.5–24.9 Normal 1,086 92 � 15* 196 � 33* 113 � 77 56 � 13* 122 � 14* 73 � 10* 5.3 � 1.4*
25.0–29.9 Preobese 323 96 � 14† 207 � 34† 167 � 111† 48 � 9.8† 128 � 13† 78 � 10† 6.0 � 1.3†
30.0–34.9 Class I obese 37 98 � 18 205 � 38 179 � 122 47 � 8.4 133 � 12‡ 81 � 10 6.5 � 1.5

Values are means � SD. *P � 0.01 (versus underweight); †P � 0.001 (versus normal); ‡P � 0.01 (versus preobese). BP, blood pressure.
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tients, the prevalence of metabolic syn-
drome is impressively high, considering
the mean age of our sample population;
this finding could explain why HIV pa-
tients may have an increased risk for
cardiovascular disease. Despite the im-
provement of prognosis related to HIV in-
fection due to the effect of antiretroviral
therapy, an increase of cardiovascular
morbidity and mortality should be ex-
pected. In the years to come, cardiovascu-
lar diseases may become important
clinical problems for HIV-infected pa-
tients, mainly because the cluster of risk
factors defining the metabolic syndrome
increases cardiovascular risk more than
each single component (4). On this basis,
a close monitoring of cardiovascular risk
factors and their aggressive treatment in
HIV patients to reduce cardiovascular-
related morbidity and mortality appear
necessary.
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Effect of Losartan on
Plasma C-Reactive
Protein in Type 2
Diabetic Patients
With
Microabluminuria

R ecent data suggest that the renin-
angiotensin system may participate
in inflammatory responses and

that angiotensin II is a proinflammatory
mediator in renal damage (1). An associ-
ation between C-reactive protein (CRP), a
sensitive marker of inflammation, and
urinary albumin excretion in the mi-
croalbuminuric range has been reported
in nondiabetic as well as type 2 diabetic
subjects in the Insulin Resistance Athero-
sclerosis Study (2). Angiotensin II type 1
(AT1) receptor antagonists have been
shown to have a renal protective effect
and to reduce proteinuria in type 2 dia-
betic patients with either microalbumin-
uria or overt nephropathy (3–5);
therefore, we investigated whether the
beneficial effects of these agents are partly
mediated through an anti-inflammatory
action as a result of angiotensin II block-
ade. We did this by evaluating the effect of
losartan on plasma CRP levels in a group
of type 2 diabetic patients with mi-
croalbuminuria.

Concentration of CRP was measured
from stored plasma samples from a previ-
ous 6-month randomized double-blind
placebo-controlled study investigating
the effect of losartan (50 mg daily) on en-
dothelial function in 80 type 2 diabetic
patients with microalbuminuria. A full
description of the design and methods has
been published (6). Plasma CRP levels
were measured at baseline and 6 months
after treatment, and 80 nondiabetic con-
trol subjects matched for age, sex, BMI,
and smoking status were recruited to es-
tablish a reference range for CRP. High-

sensitivity CRP (hs-CRP) was measured
by a particle-enhanced immunoturbidi-
metric assay (Roche Diagnostics, Mann-
heim, Germany) using anti-CRP mouse
monoclonal antibodies coupled to latex
microparticles. Urinary mean albumin
excretion rate (MAER) was determined
from two consecutive 12-h overnight
urine collections. Statistical analyses were
performed using logarithmically trans-
formed data because of their skewed dis-
tribution. Within-group comparisons
were analyzed by paired t tests, and be-
tween-group comparisons were analyzed
by two-sample t tests.

At baseline, the diabetic patients had
significantly higher plasma hs-CRP levels
(median [interquartile range]) than the
nondiabetic control subjects (1.58 [0.71–
3.25] vs. 0.86 [0.42–2.16] mg/l, respec-
tively; P � 0.01). There were no
significant differences in MAER in the lo-
sartan- and placebo-treated groups at the
beginning of the study. Within-group
analysis showed that treatment with lo-
sartan reduced MAER (baseline vs. 6
months: 70.8 [41.8 –112.6] vs. 54.5
[27.6–85.9] �g/min, respectively; P �
0.007), whereas an increase in MAER was
observed in the placebo group (53.0
[38.4–102.6] vs. 78.5 [40.5–141.0] �g/
min, respectively; P � 0.02). As a result,
the losartan-treated group had signifi-
cantly lower MAER than the placebo-
treated group at 6 months (P � 0.04). No
differences were found in plasma hs-CRP
between the losartan- and the placebo-
treated groups at baseline (1.61 [0.93–
3.39] vs. 1.44 [0.54 –2.79] mg/l,
respectively) or at 6 months (1.74 [0.98–
2.92] vs. 1.46 [0.69–3.49] mg/l, respec-
tively).

In conclusion, type 2 diabetic pa-
tients with microalbuminuria have ele-
vated plasma CRP levels. Losartan
significantly reduces the degree of mi-
croalbuminuria in these patients, but the
lowering of urinary albumin excretion by
AT1 receptor antagonist is not associated
with any changes in plasma hs-CRP con-
centration. Our data would suggest that
losartan, at a dose sufficient to reduce mi-
croalbuminuria, does not have a signifi-
cant anti-inflammatory effect.

KATHRYN TAN, MD
1

WING-SUN CHOW, MMBS
1

YING WONG, MBBS
1

SAMMY SHIU, BSC
1

SIDNEY TAM, MBBS
2

Letters

1254 DIABETES CARE, VOLUME 25, NUMBER 7, JULY 2002

D
ow

nloaded from
 http://ada.silverchair.com

/care/article-pdf/25/7/1262/645293/1262b.pdf by guest on 10 April 2024



From the 1Department of Medicine, University of
Hong Kong, Hong Kong, Peoples Republic of China;
and the 2Clinical Biochemistry Unit, Queen Mary
Hospital, Hong Kong, People’s Republic of China.

Address correspondence to Dr. Kathryn Tan, De-
partment of Medicine, Queen Mary Hospital, Pole
Fulam Road, Hong Kong, People’s Republic of
China. E-mail: kebtan@hkucc.hku.hk.

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

References
1. Ruiz-Ortega M, Lorenzo O, Suzuki Y, Ru-

perez M, Egido J: Proinflammatory ac-
tions of angiotensins. Curr Opin Nephrol
Hypertens 10:321–329, 2001

2. Festa A, D’Agostino R, Howard G, Myk-
kanen L, Tracy RP, Haffner SM: Inflam-
mation and microalbuminuria in
nondiabetic and type 2 diabetic subjects:
the Insulin Resistance Atherosclerosis
Study. Kidney Int 58:1703–1710, 2000

3. Parving HH, Lehnert H, Brochner-
Mortensen J, Gomis R, Andersen S, Arner
P: The effect of irbesartan on the develop-
ment of diabetic nephropathy in patients
with type 2 diabetes. N Engl J Med 345:
870–878, 2001

4. Brenner BM, Cooper ME, de Zeeuw D,
Keane WF, Mitch WE, Parving HH, Re-
muzzi G, Snapinn SM, Zhang Z, Shahinfar
S: Effects of losartan on renal and cardio-
vascular outcomes in patients with type 2
diabetes and nephropathy. N Engl J Med
345:861–869, 2001

5. Lewis EJ, Hunsicker LG, Clarke WR, Berl
T, Pohl MA, Lewis JB, Ritz E, Atkins RC,
Rohde R, Raz I: Renoprotective effect of
the angiotensin-receptor antagonist irbe-
sartan in patients with nephropathy due
to type 2 diabetes. N Engl J Med 345:851–
860, 2001

6. Tan KC, Chow WS, Ai VH, Lam KS: Ef-
fects of angiotensin II receptor antagonist
on endothelial vasomotor function and
urinary albumin excretion in type 2 dia-
betic patients with microalbuminuria. Di-
abetes Metab Res Rev 18:71–76, 2002

COMMENTS AND
RESPONSES

The Value of Self-
Monitoring of Blood
Glucose

T he i s sues surrounding se l f -
monitoring of blood glucose
(SMBG) are interesting and com-

plex. Recently published American Dia-
betes Association (ADA) Posit ion

Statements (1–3) encourage the use of
SMBG in all diabetic patients and urge
governments and other payers to meet the
cost. Until 6 months ago, however, reli-
able data to support these views in pa-
tients with type 2 diabetes have not been
available.

At first sight, the recent report by
Franciosi et al. (4) appears to make con-
clusions contrary to the ADA Position
Statements, but closer examination re-
veals this not to be the case. Franciosi
studied 2,855 patients with type 2 diabe-
tes recruited from 204 different centers.
Different methodologies for HbA1c mea-
surement were adjusted for mathemati-
cally, whereas statistical methods were
used for adjusting between different treat-
ment regimes and for between-center
variability (the latter accounting for 27%
of the differences in the results between
groups). In non–insulin-treated patients,
Franciosi et al. found that there was a
nonsignificant 0.2% increase in HbA1c

levels between no SMBG and infrequent
(�1/week) SMBG testing, with a further
increase of 0.3% in HbA1c levels in pa-
tients who tested at least daily.

However, the study was not designed
to determine the causality of these differ-
ences. The authors state that “a higher fre-
quency of SMBG was related to higher
HbA1c levels, thus suggesting that pa-
tients with poor metabolic control have a
greater tendency to self monitor.”

Contrary to the implication of the
concluding sentence of the abstract, this
paper presents no data to detract from the
extension of SMBG to patients with non–
insulin-treated type 2 diabetes.

A few months earlier, Karter et al. (5)
published the results of a 24,312-patient
study performed by Kaiser Permanente.
In contrast to the study by Franciosi et al.,
in this study all patients were health
maintenance organization members fol-
lowing the same treatment protocols and
had HbA1c levels that did not need adjust-
ment. They were randomized by design
into treatment groups before statistical
analysis. Treatment groups were type 1
diabetic patients (n � 1,159), insulin-
treated type 2 diabetic patients (n �
5,552), type 2 diabetic patients on oral
treatments (n � 12,786), and type 2 dia-
betic patients using dietary measures only
(n � 4,815). In addition to these study
size and design benefits, Karter et al. also
had a control group of 24,302 patients

who could not be included in the main
study.

Within each treatment group, Karter
et al. found clinically significant decreases
of 0.7% in HbA1c levels in patients who
used daily SMBG compared with patients
who did not perform SMBG. Comparison
with the control cohort confirmed the re-
sults, and the study conclusions remained
consistent and significant for each treat-
ment group.

Karter et al. provide good data to sup-
port ADA Position Statements to promote
the use of SMBG in all diabetic patients,
regardless of diagnosis or treatment, and
one of the conclusions of Franciosi et al.
should remain the goal for all diabetic pa-
tients: “Our findings suggest that self-
monitoring of blood glucose can have an
important role in improving metabolic
control if it is an integral part of a wider
educational strategy devoted to the pro-
motion of patient autonomy.”
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California Kaiser Permanente Diabetes
Registry. Am J Med 111:1–9, 2001

Self-Monitoring of
Blood Glucose Can
Be Effective in Type
2 Diabetes Only If It
Serves a Clearly
Identified Purpose

Response to Court

The use of self-monitoring of blood
glucose (SMBG) in type 2 diabetic
patients is still a matter of debate, as

documented by the letter from Dr. Court
(1). Despite its recommendation for all di-
abetic patients by the American Diabetes
Association, the evidence supporting its
effectiveness in improving glycemic con-
trol is questionable. A recent meta-
analysis of all randomized trials on this
topic failed to show any benefit for pa-
tients practicing SMBG (2). Previous ob-
servational studies were also unable to
document a relation between frequency
of SMBG and metabolic control (3).

From this point of view, the results
from Karter et al. (4) are the first to show,
in a highly homogeneous setting, a posi-
tive association between SMBG practice
and metabolic control, irrespective of the
treatment. These data are not confirmed
by our results (5) or those from the re-
cently published third National Health
and Nutrition Examination Survey
(NHANES III) (6). We believe that the
large number of centers involved in our
study, as well as in the national sample of
the NANHES III, represent a strength
rather than a limitation because they pro-
vide a true picture of diabetes care, which
is without any doubt much more hetero-
geneous than that described in the article
by Karter et al.

To take into account the inter- and
intracenter variability, we applied appro-
priate multilevel models, thus adjusting
for the correlation between observations
relative to patients enrolled by the same
center. The comparability of HbA1c levels
was made possible by widely accepted
mathematical transformations; in previ-
ous analyses, we have shown that HbA1c
levels in the very same population were
strongly associated with physicians’ be-

liefs, as well as with known clinical corre-
lates (7).

We agree that our study does not ex-
clude the possible benefit of SMBG in type
2 diabetes; on the contrary, it clearly
shows that SMBG can be associated with
better metabolic control in those patients
able to self-adjust insulin doses, thus
stressing the crucial role played by patient
education. On the other hand, when the
information deriving from SMBG cannot
be readily used by the patient or in the
absence of clear guidelines on the actions
to be undertaken in the presence of high
blood glucose levels in individuals not
treated with insulin, this practice can be
related to psychological harm and feelings
of powerlessness, as our data clearly
show.

We believe that a deeper knowledge
of the features of diabetes care in the Kai-
ser Permanente Medical Care Program of
Northern California, which made SMBG
so successful in determining lower HbA1c
levels (even in those patients treated with
diet alone), would be of great interest in
understanding the transferability of these
results in other, more heterogeneous,
clinical settings.
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Evidence-Based
Nutritional
Recommendations
for the Treatment
and Prevention of
Diabetes and
Related
Complications

A European perspective

W e read with interest the revised
2002 Clinical Practice Recom-
mendations as they relate to nu-

trition therapy for diabetes (1) as well as
the associated Technical Review (2). We
would strongly endorse the need to indi-
vidualize this component of treatment
because advice is indeed necessary re-
garding other aspects of lifestyle, oral hy-
poglycemic agents, and insulin. However,
we question some of the recommenda-
tions regarding dietary carbohydrates.

The need for evidence-based guide-
lines in all aspects of medical management
is universally recognized. Unfortunately,
with regard to nutritional recommenda-
tions, there are no randomized-controlled
clinical trials with morbidity and mortal-
ity as end points. These are regarded as
the ultimate type of evidence on which to
make recommendations. We therefore
have to use less conclusive approaches to
study, including several different epide-
miological methods and studies of dietary
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manipulations on surrogate end points
known to be related to morbidity and
mortality. This inevitably leads to subjec-
tive interpretation regarding the quality of
studies because it is clearly inappropriate
to simply count the numbers of investiga-
tions pointing in one direction or another.
Furthermore, there is need to determine
the emphasis that should be given to one
type of evidence compared with another.
We suggest that meticulously conducted
and controlled human studies of people
with diabetes that involve dietary manip-
ulations over a period of weeks or months
and that acknowledge clinically relevant
end points should provide the most pow-
erful level of evidence, especially when
the findings are compatible with epidemi-
ological data. It is also important to con-
sider the manner in which recommen-
dations are likely to be interpreted by
health professionals and patients.

With these considerations in mind,
we express concern regarding two aspects
of the recommendations regarding carbo-
hydrates. The recommendations that the
“total amount of carbohydrate in meals or
snacks is more important than the source
or type” and that “as sucrose does not in-
crease glycemia to a greater extent than
isocaloric amounts of starch, sucrose and
sucrose-containing foods do not need to
be restricted by people with diabetes” (A-
level evidence) (1) are in our opinion not
backed by convincing evidence and are
open to misrepresentation. The first rec-
ommendation regarding carbohydrate
(also based on A-level evidence) indicates
that “foods containing carbohydrate from
whole grains, fruits, vegetables and low
fat milk should be included in a healthy
diet,” but provides no indication that
these are the most desirable choices (1).
Thus, despite the caveat based on “expert
consensus” that “sucrose and sucrose-
containing foods should be eaten in the
context of a healthy diet,” it appears, ac-
cording to this set of recommendations,
that it is perfectly acceptable for the bulk
of dietary carbohydrate to be derived
from highly refined (processed) starchy
foods, foods rich in sucrose, and other
sugars or sucrose. We know of no me-
dium or long-term studies in which such
a dietary practice has been shown to be
compatible with good glycemic control
and optimum levels of risk factors for the
complications of diabetes. Indeed, most
of the well-controlled studies in which su-
crose has been shown to be an acceptable

component of the diabetic dietary pre-
scription have included modest intakes of
sucrose eaten with meals as part of a high-
fiber diet, with the sucrose displacing
other fiber-depleted carbohydrate-
containing foods (3,4). Such a recom-
mendation also has the potential to
increase the energy density of the diet,
surely an undesirable step when obesity
rates are escalating out of control in all age
groups. The latter is especially remarkable
in the young age groups, considering that
calories from fluids have been shown to
satisfy less than solid food (5). A high in-
take of sugary beverages has been con-
vincingly shown to be related to
subsequent risk of obesity in children (6).
The potential for misinterpretation has al-
ready been clearly demonstrated by a
news item in the British Medical Journal
(7) that describes the new recommenda-
tions under the headline “U.S. relaxes
sugar ban for people with diabetes”

Under the heading of B-level evidence
is the statement that “there is insufficient
evidence of long-term benefit to recom-
mend the use of low–glycemic index diets
as a primary strategy in food/meal plan-
ning” (1) and that there is no need to rec-
ommend that people with diabetes
consume a greater amount of fiber than
other Americans. There is impressive ev-
idence from carefully controlled studies
that diets containing low–glycemic index
foods (8) or foods high in fiber (9) are
associated with appreciably improved
levels of several measures of carbohydrate
metabolism and cardiovascular risk fac-
tors. These studies confirm a substantial
body of earlier research and suggest that
these two characteristics of carbohydrate-
containing foods may independently in-
fluence glycemic control, insulin levels,
and lipoprotein-mediated risk of cardio-
vascular disease (10–12). There is also re-
cent epidemiological evidence that a high
intake of dietary fiber improves glycemic
control and reduces the risk of ketoacido-
sis in type 1 diabetes (13). The Food and
Agriculture Organization/World Health
Organization Expert Consultation on
Carbohydrates endorsed the use of glyce-
mic index as a means of determining op-
timum carbohydrate-containing foods
(14).

Thus, we believe that there is a con-
vincing evidence base to advise that al-
though sucrose and other added sugars
may be included in moderation in the di-
ets of people with diabetes, the bulk of

dietary carbohydrate should be derived
from foods with a low glycemic index
and/or foods that are rich in soluble fiber.
Such a recommendation permits the
choice of foods from a wide range of
fruits, vegetables, and whole-grain cereals
and, although processed starchy foods are
not excluded, they are not regarded as
equivalent to these food choices. The Eu-
ropean recommendations for people with
diabetes that include such advice (15) will
be updated to include the evidence base
from which they were derived.
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Response to the
Diabetes Nutrition
Study Group of the
European
Association for the
Study of Diabetes

W e welcome the European per-
spective, although we do not
completely share it. We agree

with the statement of Mann et al. (1) that
“meticulously conducted and controlled
human studies of people with diabetes
that involve dietary manipulations over a
period of weeks or months. . . provide the
most powerful evidence.” However, we
take issue with several concerns they ex-
press. First, we take issue with the state-
ment that it is important to consider how
recommendations are likely to be inter-
preted by health professionals and pa-
tients. Second, we continue to believe that
the total amount of carbohydrate is more
important than the source or type. Third,
we continue to believe that sucrose does
not need to be restricted, relative to other
carbohydrates, because of concern about
aggravating hyperglycemia.

It was an initial determination of the
American Diabetes Association Task
Force that it was our task to write, as ac-
curately as possible, evidence-based nu-
trition principles and recommendations.
The implementation of these principles
and recommendations was to be deter-
mined by health professionals in their in-
dividualized nutrition counseling with
patients. Furthermore, we concluded that
patients have the right to read and know

accurate nutrition information. With this
information, it is then their right to make
decisions about their own food choices.
Too often in the past, health professionals
have taken a parental approach, such as
“do this because it is good for you,” or a
“food police” approach, such as “don’t eat
sugar.” These approaches have not led to
successful outcomes. Table 1 outlines this
well.

With respect to amount and source of
carbohydrate, we stand behind our origi-
nal recommendation. However, as stated
in our response to Wolever (2), our rec-
ommendation about the amount of carbo-
hydrate might be more clear if it were
changed to say the total amount of “avail-
able” carbohydrate is more important
than the source or the type. In type 1 di-
abetic subjects, the amount of carbohy-
drate in test meals influenced the amount
of insulin necessary to control glycemia,
whereas glycemic index, fiber content,
and caloric content did not (3).

With regard to the concern about su-
crose, it is clearly stated in our introduc-
t ion that “basic to the nutr i t ion
recommendations is the underlying con-
cern for optimal nutrition through
healthy food choices and an active life-
style” (4). The section on sucrose, as
noted by Mann et al. (1), also states that
“sucrose and sucrose-containing foods
should be eaten in the context of a healthy
diet” (4,5). Mann et al. states that they
know of no medium or long-term studies
where the practice of focusing on total
carbohydrate was shown to be compati-
ble with good glycemic control. Please
note that, in the 20 studies quoted, when
total carbohydrate came from a variety of

Table 1—Comparison of traditional and empowerment viewpoints regarding diabetes medical nutrition therapy

Traditional viewpoint Patient-centered viewpoint

Food choices affect physical health, including diabetes management. Food choices affect psychosocial quality of life as well as physical
health.

The professional is the expert in nutrition and is therefore in charge
of developing a meal plan based on assessed needs.

The professional is the expert in nutrition, and patients are the
experts about themselves and their life circumstances.

The focus is on metabolic goals, such as weight and blood glucose
levels. The professional provides instruction on an appropriate
meal plan and teaches clients how to follow it.

Desired metabolic outcomes shape behavior change plans but are not
in themselves behaviors that clients can control. The focus is on
behavioral goals, i.e., specific action steps that clients can control.

The professional feels effective and successful when clients follow
nutrition recommendations.

The professional teaches behavior change skills so clients can achieve
their own nutritional goals. The professional feels effective and
successful when clients become skilled at making informed
choices and solving problems.

From Maryniuk MD: Counseling and education strategies for improved adherence to nutrition therapy. In American Diabetes Association Guide to Medical Nutrition
Therapy for Diabetes. Alexandria, VA, American Diabetes Association, 1999, p. 369
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starches or starches plus sucrose, the su-
crose intake represented approximate
usual intake, and only Peterson et al. (6)
made an attempt to use sucrose with fi-
ber-containing foods. In most of the stud-
ies, rigorous control of the nutrients
under study was established by providing
meals to subjects. One of the studies pro-
vided 23% and another 30% of energy
from sucrose. Two of the studies lasted 28
days. If the total carbohydrate intake was
kept similar, the responses were also sim-
ilar. Was the European perspective that
both sucrose and starch should be re-
stricted in the diabetic diet because both
aggravate hyperglycemia generated with
these studies in mind? If so, does this not
affirm the concept that the total amount of
carbohydrate is more important than the
source or type?

The headline “U.S. relaxes sugar ban
for people with diabetes,” which ap-
peared in the British Medical Journal (7),
surprised us. The relaxation of the restric-
tion on sucrose was nothing new, having
been recommended in 1994 (8).

With regard to the statement by Mann
et al. (1) that a “high intake of sugary bev-
erages has been convincingly shown to be
related to subsequent risk of obesity in
children,” we would call attention to an-
other study (9) in which added sugars
were found to be relatively unimportant
when it came to overall diet quality in in-
dividuals between 2 and 19 years of age.

With regard to the glycemic index,
the study by Jarvi et al. (10) did find ben-
efit, but as noted in the previous reply to
the letter by Irwin (11), other studies (4)
have not confirmed long-term benefit
from low– glycemic index diets. One
study is not “impressive evidence.” The
same applies to fiber. Whereas some in-
tervention studies have reported benefit
(12,13), others have not (14–16). More-
over, the study by Chandalia et al. (13),
which compared 24 g fiber with 50 g fi-
ber, would support our statement that it
“appears that ingestion of large amounts
of fiber is necessary to confer metabolic
benefits. It is unclear whether the palat-
ability and gastrointestinal side effects of
fiber in this amount would be acceptable
to most people” (5,6). The control arm of
the study used 24 g dietary fiber and had
no beneficial effects on glucose, lipid, or
insulin levels. This amount of fiber is
clearly at the upper end of usual intake for
most Americans and would, by itself, re-
quire major lifestyle changes for most

Americans to achieve. The 50-g dietary
fiber diet included two servings of oat-
meal (15 g carbohydrate/serving), six
slices of whole wheat bread, six to seven
servings of fruit (15 g carbohydrate/
serving), and three servings of vegetables
(15 g carbohydrate/serving). For many in-
dividuals, this type of food plan would
require very dramatic changes in eating
habits.

In conclusion, we stand behind our
original recommendations, as we believe
they are evidence based.
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Insulin Resistance
After Renal
Transplantation

H jelmesaeth et al. (1) have validated
the use of seven oral glucose toler-
ance test (OGTT)-derived insulin

sensitivity indexes against the euglycemic-
hyperinsulinemic clamp technique in a
Caucasian renal transplant population.
We agree with the authors that the avail-
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ability of more cost- and time-efficient
surrogate estimates of insulin sensitivity
than the euglycemic-hyperinsulinemic
clamp would greatly benefit the design of
future epidemiological studies investigat-
ing the role of insulin resistance in the
extremely high incidence of diabetes and
cardiovascular disease in renal transplant
recipients (2,3). The authors found all
seven insulin sensitivity indexes to corre-
late significantly with the euglycemic
clamp. They concluded that an insulin
sensitivity index based on glucose and in-
sulin serum concentrations 2 h after the
glucose challenge from the OGTT suffices
best in renal transplant recipients. How-
ever, the routine performance of OGTTs
to assess insulin sensitivity in renal trans-
plant recipients is cumbersome, time-
consuming, and frequently impossible in
busy outpatient practices. McAuley et al.
(4) recently suggested an insulin sensitiv-
ity index based on fasting serum insulin
and t r i g l yce r ide concen t r a t i ons
(Exp[2 .63 � 0 .28 ln ( insu l in ) �
0.3ln(TG)]) as a better predictor of insu-
lin sensitivity than homeostasis model as-
sessment (HOMA) in the general
population. Insulin sensitivity indexes
based on fasting parameters alone don’t
have the drawback of interference with
outpatient practices. For this reason, it
would have been very interesting if the
authors had included this insulin sensitiv-
ity index in their analyses to assess
whether this measure correlates better
with the results from the euglycemic-
hyperinsulinemic clamp than with
HOMA or even the insulin sensitivity in-
dexes derived from the 2-h glucose and
insulin concentrations of the OGTT.
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Insulin Resistance
After Renal
Transplantation

Response to de Vries and Bakker

W e think that the question raised
by de Vries and Bakker (1) in re-
gard to our study (2) is appropri-

ate. It is important to find the most
convenient and adequate method to esti-
mate insulin resistance (IR) in transplant
recipients without necessarily carrying
out an oral glucose tolerance test. Also,
because the IR observed in transplant re-
cipients is a common side effect of treat-
ment with prednisolone, this issue is
probably of interest for most physicians.

Accordingly, we have validated the
insulin sensitivity index (ISI) suggested
by McAuley et al. (3), based on fasting
serum insulin and triglycerides (TG)
(ISIMcAULEY � Exp [2.63–0.28 � ln (in-
sulin) � 0.31 � ln (TG)]), against the
results from our glucose clamp studies.
The equation proposed by McAuley et al.
correlated significantly and reasonably
well with the clamp-derived ISI (Spear-
man’s correlation; r � 0.43, P � 0.004)
(Table 1). This is superior to the results

from the other ISIs based on either fasting
insulin (insulin resistance index [IRI]:
IRIINS0; r � �0.32) or fasting glucose and
insulin (IRIHOMA; r � �0.30) (4).

In addition, we calculated the corre-
lation between our clamp results and the
Quantitative Insulin Sensitivity Check In-
dex: ISIQUICKI � 1/[logI0  logG0], where
I0 is the fasting insulin (�U/ml) and G0 is
the fasting glucose (mg/dl) (5). This equa-
tion also correlated significantly with the
clamp-derived ISI (r � 0.30, P � 0.049)
similar to the IRIINS0 and the IRIHOMA.

We therefore suggest that the
ISIMcAULEY is the most appropriate for-
mula to use when estimating insulin ac-
tion in steroid-treated patients when
fasting insulin, glucose, and triglyceride
concentrations are known. However, our
previously proposed formula (ISITX �
0.208–0.0032 � BMI �0.0000645 �
Ins120 �0.00375 � Gluc120) remains su-
perior to other known estimates of insulin
action when the 2-h glucose and insulin
concentrations are available.
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Table 1—Correlation of ISICLAMP to surrogate measures of insulin sensitivity and insulin
resistance

Spearman’s
correlation (r)

IRIINS120 2-h Insulin �0.45*
IRIAUCGI AUC glucose/AUC insulin �0.44*
ISIMATSUDA Composite index 0.41*
ISITX Modified Stumvoll index 0.58†
IRIINS0 Fasting insulin �0.32‡
IRIHOMA Homeostasis model assessment �0.30‡
ISIQUICKI Quantitative insulin sensitivity check index 0.30‡
ISIMcAULEY 0.43*

*P � 0.01; †P � 0.001; ‡P � 0.05. AUC, area under curve.
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A Randomized
Controlled Trial
Using Glycemic Plus
Fetal Ultrasound
Parameters Versus
Glycemic Parameters
to Determine Insulin
Therapy in
Gestational Diabetes
With Fasting
Hyperglycemia

W e read with interest the paper
from Kjos et al. (1) exploring the
usefulness of an approach to the

management of gestational diabetes mel-
litus (GDM) that takes into account not
only maternal glycemic parameters but
also ultrasound information of fetal
growth. The rationale behind this ap-
proach is that due to (unmeasurable) dif-
ferences in nutrient placental transport,
only a minority of infants are at risk of
perinatal morbidity, and that by focusing
only on maternal hyperglycemia, a large
subset of women will require insulin ther-
apy, leading to the potential to increase
the risk of small-for-gestational-age
(SGA) infants (2). An article from our
group (3) is also quoted as an example of
increased risk of SGA infants in mothers
with intensively treated GDM, when in
fact the birth weight distribution was per-

fectly symmetrical (7.32% SGA, 85.0%
adequate for gestational age, 7.68% large
for gestational age) and comparable to
that of the control population (data not
shown in the article). However, in these
infants of mothers with GDM, we did ob-
serve an increased morbidity in the SGA
subgroup versus those who were ade-
quate and large for gestational age, which
is the usual pattern in newborns (4–6).
Our interpretation of both observations
(normal birth weight distribution and in-
creased morbidity in the SGA subgroup in
women with GDM receiving intensive
metabolic therapy) is that the treatment
“restored” birth weight and morbidity lev-
els to those that could be expected with-
out the concurrence of GDM. It is also
remarkable that large-for-gestational-age
infants did not have a particularly in-
creased risk of morbidity.
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Response to Garcı́a-
Patterson et al.

W e read with interest the letter by
Garcı́a-Patterson et al. (1) that
appears in this issue of Diabetes

Care. We thank them for their correction
and close reading of our article (2). We
also thank them for highlighting their
findings that small-for-gestational-age
(SGA) infants born to women with gesta-
tional diabetes had increased neonatal
morbidity compared with those with ap-
propriate and large-for-gestational-age
growth. We do agree that intensive glyce-
mic control has been shown by their
study (3) and several others to normalize
the birth weight pattern of infants born to
women with gestational diabetes. Langer
et al. (4) have shown that the proportion
of SGA growth increases as the mean glu-
cose levels were decreased by intensive
insulin therapy. Thus, in our collective ef-
forts to “normalize” birth weights of these
infants through strict euglycemia, we sug-
gest that whereas this strategy may benefit
those infants who are at risk for excessive
fetal growth, it may adversely effect those
infants who are at risk for SGA growth.
We believe that ultrasound assessment of
fetal growth should be used in conjunc-
tion with maternal glycemia to identify
which pregnancies would benefit from in-
tensive therapy.
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New Dietary
Guidelines From the
American Diabetes
Association

The new Dietary Guidelines from the
American Diabetes Association
(ADA) provide no support for the

use of the glycemic index in the manage-
ment of diabetes. However, it should be
made clear to the ADA’s membership that
the ADA’s position is at odds with recent
reviews and recommendations from au-
thorities that have evaluated the same ev-
idence. Specifically:

1) The United Nations World Health
Organization and the Food and Agricul-
ture Organization recommend in their
1997 expert consultation report on Car-
bohydrates in Human Nutrition that
when looking at carbohydrate-containing
foods, the glycemic index should “be used
to compare foods of similar composition
within food groups” (1).

2) The European Association for the
Study of Diabetes Nutrition Group rec-
ommend in their 1999 revision of guide-
lines for the management of patients with
diabetes that: “Foods with a low glycemic
index (e.g., legumes, oats, pasta, par-
boiled rice, certain raw fruits) should be
substituted when possible for those with a
high glycemic index since they may help
to improve glycemic control and lipid lev-
els” (2).

3) The Dietary Guidelines for Older
Australians (1999) specifically recom-
mend the consumption of lower glycemic
index cereal-based foods: “Eat plenty of
cereals, breads and pastas–preferably
high-fiber foods and those with a lower
glycemic index” (3).

4) Recommendations for the use of
glycemic index in meal planning are also
outlined by Diabetes Australia (http://
www.diabetesaustralia.com.au), the Ju-
venile Diabetes Research Foundation
Australia (http://jdrf.org.au), and the In-
ternational Diabetes Institute in Mel-
bourne (http://www.diabetes.com.au).

In Australia, people with diabetes
have benefited from the general acknowl-
edgment among health professionals that
the glycemic index is one tool among
many that can be used in diabetes man-
agement. The glycemic index is already
familiar to many consumers. We recently
conducted a random telephone survey of
Australian grocery buyers and found that
nearly 30% of respondents were aware of
the glycemic index, and after the glycemic
index was explained, 71% stated they
would be likely to use the glycemic index
in food purchase decisions. A member
survey by Diabetes Australia in 2000
found that two in three respondents
would like to see the glycemic index
stated in nutrition panels.

This awareness has stimulated the in-
troduction of a glycemic index symbol
program for food labels. The program is
run by a nonprofit company formed as a
partnership between Diabetes Australia,
the Juvenile Diabetes Research Founda-
tion, and the University of Sydney. The
aim is to promote consumer awareness
and understanding of glycemic index as
an important guide for food purchase de-
cisions. Carbohydrate-containing foods
that have been properly glycemic index
tested (tested in vivo according to pub-
lished methodology) are licensed to carry
an easily recognizable symbol on their la-
bels. Foods must meet several nutrition

criteria for their food group. The license
fees are used to fund educational activities
about the glycemic index and to support
the research and education undertaken
by our member organizations.
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Response to Irwin

The American Diabetes Association
nutrition principles and recommen-
dations (1,2) do acknowledge that a

number of factors influence the glycemic
response to food, including the amount of
carbohydrate, type of sugar, nature of the
starch, cooking and food processing, par-
ticle size, food structure, and other food
components (fat and natural substances
that slow digestion) as well as the fasting
and preprandial glucose concentrations,
severity of glucose intolerance, and the
second meal or lente effect (1). The ques-
tion that the task force asked was, is there
evidence that chronic consumption of
low–glycemic index foods will contribute
to improved glycemia in people with dia-
betes? The concern being that if another
layer of complexity (glycemic index) is to
be added to food/meal planning guide-
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lines, there should be clear evidence of
benefit.

To answer this question, all studies
comparing low– and high–glycemic in-
dex diets for 2 weeks or longer were re-
viewed. As can be seen from Tables 1 and
2, the number of studies is limited. More-
over, the design and implementation of
several of these studies is subject to criti-
cism, and in none of the studies was the
effect of the diets on postprandial glucose
concentrations reported.

Clearly, longer and larger studies are
needed to evaluate the utility of glycemic
indexing. Until such studies are available,
use of low–glycemic index diets is not, in
our judgment, evidenced based. Recom-
mendations by other organizations do not
change this. We do acknowledge that
some individuals might benefit from low–
glycemic index diets. However, a decision
to use such a diet should be an individual
one made in consultation with a nutrition
counselor.
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American Diabetes
Association
Evidence-Based
Nutrition Principles
and Recommenda-
tions Are Not Based
on Evidence

I am disappointed with the American Di-
abetes Association’s Position statement:
Evidence-Based Nutrition Principles and

Recommendations for the Treatment and
Prevention of Diabetes and Related Compli-
cations (1) and technical review of the same
title (2). The recommendations are not

Table 2—Type 2 diabetes: low–glycemic index diets compared with high–glycemic index diets
in studies lasting 2 weeks or longer (10 studies, 174 subjects)

Endpoint
Low GI significantly
better than high GI No significant difference

HbA1c 1 [n � 16] (9) 5 [n � 92] (4, 6, 8, 13, 15)
Fructosamine 3 [n � 41] (10,11,14) 3 [n � 54] (8, 12, 13)
Fasting plasma glucose 0 9 [n � 162] (6, 8–15)

Data are n. Numbers in parenthesis refer to the reference list. GI, glycemic index.

Table 1—Type 1 diabetes: low–glycemic index diets compared with high–glycemic index diets
in studies lasting 2 weeks or longer (5 studies, 48 subjects)

Endpoint
Low GI significantly
better than high GI No significant difference

HbA1c 0 4 [n � 40] (3,4,6,7)
Fructosamine 3 [n � 27] (3,5,6) 1 [n � 9] (7)
Fasting plasma glucose 0 3 [n � 27] (3,5,6)

Data are n. Numbers in parenthesis refer to the reference list. GI, glycemic index.
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based on evidence. There is no explanation
of the methods used for searching the liter-
ature and selecting papers for inclusion, nor
any indication of the criteria used to grade
the evidence (3). The sections in the techni-
cal review dealing with carbohydrate con-
tain several errors, but space does not allow
me to deal with all of the issues. I will focus
just on the following recommendation:
“With regard to the glycemic effects of car-
bohydrates, the total amount of carbohy-
drate in meals or snacks is more important
than the source or type.”

The technical review indicates that
dietary carbohydrates consist of monosac-
charides, disaccharides, polyols, oligosac-
carides, polysaccharides, and fiber, and it
includes discussion about using correct ter-
minology when referring to dietary carbo-
hydrate. Presumably, therefore, the authors
understood the meaning of the term “carbo-
hydrate,” and used it intentionally. There
are no qualifications. Thus, it can be pre-
sumed that amount is always more impor-
tant that source or type of carbohydrate
without exception. This carries a great deal
of weight because it is said to be based on
A-level evidence, the highest possible level
of evidence and supposedly virtually indis-
putable.

I will not dwell on the fact that this is
not based on any evidence. No data com-
paring the relative effects of different
amounts versus different sources of car-
bohydrate was considered, and a large
amount of evidence against it was ig-
nored. I want to point out that nonglyce-
mic carbohydrates will not raise blood
glucose, no matter how much is con-
sumed. Thus, sometimes, source is more
important than amount. By denying this,
the recommendation may harm people
with diabetes.

More and more carbohydrates with
little or no effect on blood glucose, such as
polyols, fructo-oligosaccharides, and re-
sistant starch, are appearing in the food
supply. Some foods contain most of their
carbohydrate in this form. For example,
chocolate bars containing over 90% of
their carbohydrate as lactitol have been
promoted at the annual meeting of the
Canadian Diabetes Association for several
years. Lactitol is not absorbed (4,5) and,
therefore, presumably has no effect on
blood glucose. If a person with type 1 di-
abetes based preprandial insulin dose pri-
marily on the amount of carbohydrate, as
recommended, too much insulin might
be taken before consuming a snack or

meal containing predominantly nongly-
cemic carbohydrates, and an unexpected
hypoglycemic episode might result.

Perhaps I am over-reacting, but I
would like to know why the authors made
this recommendation and who will be re-
sponsible if someone is injured because of
it?

THOMAS M.S. WOLEVER, MD, PHD

From the Department of Nutritional Sciences, Uni-
versity of Toronto, Toronto, Ontario, Canada.

Address correspondence and reprint requests to
Thomas Wolever, Department of Nutritional Sci-
ences, University of Toronto, Toronto, Ontario M5S
3E2, Canada. E-mail: thomas.wolever@utoronto.ca.

T.W. is the president and part owner of and has
received consulting fees, donations, and grants from
Glycaemic Index Testing Incorporated.
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Response to Wolever

W e thank M.S. Wolever (1) for his
letter asking about the process
used to develop the American

Diabetes Association (ADA) nutrition
principles and recommendations. As with
all ADA technical reviews and position
statements, the process is determined by
the ADA as outlined in the ADA Clinical

Practice Recommendations 2002 intro-
duction (2), which is used for all new and
revised ADA position statements. Mem-
bers of the task force reviewed the litera-
ture with emphasis on research published
since the last nutrition review completed
in 1994. After completion of the technical
review nutrition principles (3), nutrition
recommendations were developed and
classified according to the system outlined
by the ADA for position statements (4).

In regard to the concern that “non-
glycemic carbohydrates” will not raise
blood glucose, you make an important
point. Carbohydrates such as fiber and
sugar alcohols have minimal effects on
blood glucose. In the recommendation
that total amount of carbohydrate in
meals or snacks is more important than
the source or type, it is implied that the
carbohydrate is digested and absorbable.
Thus, fiber should not be considered, and
sugar alcohols should be considered at a
reduced level because of their partial ab-
sorption. Perhaps this should have been
stated rather than implied. The recom-
mendation would be clearer if it were
changed to state that the total amount of
“available” carbohydrate in meals or
snacks is more important than the source
or type.

Your biggest concern appeared to be
that a person eating a chocolate bar sweet-
ened with the polyol lactitol might be
confused as to the amount of available
carbohydrate and administer too much
insulin. However, you might presume
that the lactitol-sweetened chocolate bar
was selected because the person wanted
the reduced sugar and caloric intake and
would take this into account. Consulta-
tion with a dietitian would be useful to
clear up any confusion in this regard.

Incidentally, in other polyol-sweetened
foods, such as ice cream or cookies, the
difference in the total amount of carbohy-
drate in the alcohol-sweetened foods,
compared with foods sweetened with su-
crose, is small, even when the amount of
sugar alcohol is subtracted from the total
carbohydrate.

MARION J. FRANZ, MS, RD,CDE

JOHN P. BANTLE, MD

CO-CHAIR AMERICAN DIABETES
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Limerick Dr., Minneapolis, MN 55439. E-mail:
marionfranz@aol.com.

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

References
1. Wolever MS: American Diabetes Associa-

tion evidence-based nutrition principles
and recommendations are not based on

evidence (Letter). Diabetes Care 25:1263–
1264, 2002

2. American Diabetes Association: Clinical
Practice Recommendations 2002. Diabe-
tes Care 25 (Suppl. 1):S1–S2, 2002

3. Franz MJ, Bantle JP, Beebe CA, Brunzell
JD, Chiasson J-L, Garg A, Holzmeister LA,
Hoogwerf B, Mayer-Davis E, Mooradian
A, Purnell JQ, Wheeler M: Evidence-
based nutrition principles and recom-

mendations for the treatment and
prevention of diabetes and related com-
plications (Technical Review). Diabetes
Care 25:148–198, 2002

4. American Diabetes Association: Evi-
dence-based nutrition principles and rec-
ommendations for the treatment and
prevention of diabetes and related com-
plications (Position Statement). Diabetes
Care 25:202–212, 2002.

Letters

DIABETES CARE, VOLUME 25, NUMBER 7, JULY 2002 1265

D
ow

nloaded from
 http://ada.silverchair.com

/care/article-pdf/25/7/1262/645293/1262b.pdf by guest on 10 April 2024


