1). Interestingly, there was a prompt de-
crease of fasting blood glucose (mean
4.86 £ 0.41 mmol/l, P> 0.001 by repeat-
ed-measures ANOVA) after 3 months of
readministration of infliximab. Infliximab
has been administrated in 8-week inter-
vals, and until present, the patient has had
stable fasting blood glucose in the nondi-
abetic range.

Our case strongly supports the hy-
pothesis that chronic TNF-a blockade
impacts glucose metabolism. First, the
patient’s diabetes disappeared during the
chronic administration of infliximab due
to active psoriatic arthritis, and then he
redeveloped diabetes at the infliximab-
free interval. After the readministration of
the anti-TNF-a antibody, fasting blood
glucose was normalized again.

Further prospective studies are
strongly needed to investigate the effects
of an anti-TNF-a antibody on insulin
sensitivity and B-cell function in insulin
resistant or diabetic patients.
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Gestational Diabetes
Mellitus in Sardinia

Results from an early, universal
screening procedure

he prevalence of gestational diabetes

mellitus (GDM) ranges from 1 to

14% of all pregnancies, depending
on the population studied and the diag-
nostic test and its glycemic cutoff, and it
mirrors the prevalence of type 2 diabetes
(1). The prevalence of GDM in Italy was
reported to be 2.3-10% (2).

Sardinia has, with Finland, the high-
est prevalence in the world of type 1
diabetes and type 1 diabetes—related
autoimmune disease (3), while the prev-
alence of type 2 diabetes is similar to that
of other, not high-risk, populations. Its
prevalence of GDM is still unknown.

Aiming to verify the prevalence of
GDM in a large group of Sardinian
women, we studied 1,103 pregnant vol-
unteers of mean age 31 = 5 years (range
16-46) and BMI 22.5 = 3.8 kg/m”
(12.7-47.2) who gave consent to take
part in an extended, universal screening
procedure, at 16—18, 24-26, and 30-32
weeks of gestations. This protocol was
chosen, together with a low glycemic
threshold (130 mg/dl) for the oral glucose
tolerance test, to avoid undiagnosed cases
of GDM. Oral glucose tolerance test and
diagnosis of GDM were performed ac-
cording to the American Diabetes Associ-
ation (4).

We showed a very high (247/1,103;
22.3%) prevalence of GDM, of which
28.4% was diagnosed at 16-18 weeks
(prevalence 6.6%), 25.9% at 24-26
weeks (5.8%; not significant vs. 16-18
weeks), and 44.5% at 30-32 weeks
(9.9%; P < 0.01 vs. 20-24 weeks and
P < 0.02 vs. 16-18 weeks). The 130-
mg/dl threshold allowed us to detect
12.8% more GDM cases compared with
the 140 mg/dl threshold. The difference
in prevalence of GDM between our group
and others, particularly other Italian re-
gions, is only partially explainable by our
extended screening procedure. Further-
more, it is in contrast with the prevalence
of type 2 diabetes in Sardinia. Consider-
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ing the genetic and immunological char-
acteristics of the Sardinian population, we
postulate that a greater proportion of our
GDM cases than that reported by others
(5) can have autoimmune origin and thus
be associated with the high type 1 preva-
lence in our island. This hypothesis is
strengthened by the low prevalence of
obesity (4.9%) and the relatively low BMI
of our patients. An autoantibody panel is
currently under investigation in our
laboratory.

CiNzia MURGIA, MD"

RACHELE BERRIA, MD>

LuiGlt MINERBA, MD>

BARBARA MALLOCI, MD'

Craupia DANIELE, MD

PIERINA ZEDDA, RN"

M. Giovanna CiccoTTo, mp!

SIMONETTA SULIS, MD"

MicHELA MURENU, mp!

Franco Tippia, mp?

MARIO MANAIL, MD’

GI1AN BENEDETTO MELIS, MD

From the !Clinica Ostetrica e Ginecologica, Univer-

sita degli Studi di Cagliari, Ospedale San Giovanni di

Dio, Cagliari, Italy; the “Department of Obstetrics

and Gynecology, Case Western Reserve University,

Cleveland, Ohio; the *Dipartimento di Sanita Pub-

blica, Universita degli Studi di Cagliari, Italy; the

*Laboratorio Analisi Chimico Clinche e Microbiolo-

gia, Osp_edale San Giovanni di Dio, Cagliari, Italy;

and the “Servizio di Diabetologia, Ospedale San Gio-
vanni di Dio, Cagliari, Italy.

Address correspondence to Cinzia Murgia, MD,
Clinica Ostetrica e Ginecologica, Universita degli
Studi di Cagliari, Ospedale San Giovanni di Dio, Via
Ospedale 46, Cagliari, Italy 09100. E-mail:
cinziamurgia@tiscali.it.

DOI: 10.2337/dc06-0635

© 2006 by the American Diabetes Association.

References

1. King H: Epidemiology of glucose intoler-
ance and gestational diabetes in women of
childbearing age. Diabetes Care 21 (Suppl.
2):B9-B13, 1998

2. Di Cianni G, Volpe L, Lencioni C, Miccoli
R, Cuccuru I, Ghio A, Chatzianagnostou
K, Bottone P, Teti G, Del Prato S, Benzi L:
Prevalence and risk factors for gestational
diabetes assessed by universal screening.
Diabetes Res Clin Pract 62:131-137,2003

3. Songini M, Muntoni S: High incidence of
type 1 diabetes in Sardinia. Lancet 337:
1047, 1991

4. American Diabetes Association: Gesta-
tional diabetes mellitus (Position State-
ment). Diabetes Care 26 (Suppl. 1):5103—
S105, 2003

5. Weng J, Ekelund M, Lehto M, Li H, Ek-
berg G, Frid A, Aberg A, Group LC, Bem-
torp K: Screening for MODY mutations,
GAD antibodies and type 1 diabetes asso-

DiaBETES CARE, VOLUME 29, NUMBER 7, JuLy 2006

1713



Letters

ciated HLA genotypes in women with ges-
tational diabetes mellitus. Diabetes Care
25:68-71, 2002

Areca Nut Chewing Is
Associated With
Metabolic Syndrome

Role of tumor necrosis factor-a,
leptin, and white blood cell count
in betel nut chewing-related
metabolic derangements

reca nut (Areca catechu)/betel quid

(BQ) is said to be the fourth most

commonly used psychoactive sub-
stance in the world and is chewed regu-
larly by at least 10% of the world’s
population (1). High prevalences of BQ
chewing were observed especially in
South and Southeast Asia (1). High preva-
lences of insulin resistance and metabolic
syndrome were also observed in this area
(2). Specific areca alkaloids act as compet-
itive inhibitors of y-aminobutyric acid re-
ceptors in the brain, cardiovascular
system, and pancreas, which may pro-
mote one’s appetite or altered insulin se-
cretion (3). Moreover, BQ components
have recently been shown to induce ker-
atinocytes to secrete tumor necrosis fac-
tor-a (TNF-a) and interleukin-6, as well
as induce reactive oxygen species and ac-
tivate nuclear factor-kB expression (4),
which may potentially provoke chronic
inflammation. Recently, we confirmed
that BQ chewing was associated with a
higher risk of type 2 diabetes and central
obesity in Taiwanese men (5). The detri-
mental effects of BQ chewing on selected
components of the metabolic syndrome,
and the induction of inflammatory cyto-
kines and factors, raise the possibility that
BQ chewing may increase the risk of met-
abolic syndrome.

In this study, a total of 1,466 aborig-
inal subjects of Southern Taiwan, 30-95
years of age, were enrolled. Metabolic
syndrome was defined according to the
National Cholesterol Education Program
Adult Treatment Panel 11l definition. The
age-adjusted prevalence of metabolic syn-
drome in the aborigines studied was
41.1% in men and 42.4% in women. BQ-
chewing subjects had significantly higher
prevalences of central obesity, hypertri-
glyceridemia, dysglycemia, and metabolic
syndrome than those of nonchewers. Pe-
ripheral leukocyte count also significantly

increased in chewers of both sexes, with
plasma TNF-a level increased in men and
plasma leptin level elevated in women. All
were parallel to the number of compo-
nents of the metabolic syndrome. Multi-
ple logistic regression modeling adjusted
for age, educational level, socioeconomic
level, exercise, drinking, and smoking
status showed that BQ chewing is an in-
dependent risk factor for the metabolic
syndrome. The adjusted OR (95% CI) for
male BQ chewers was 1.92 (1.15-3.27)
and that of female chewers was 1.60
(1.03-2.50). The study shows that
chronic BQ chewing is an independent
contributor of metabolic syndrome.
TNF-a, leptin, and leukocyte count are
involved in BQ chewing-related meta-
bolic derangements.
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An Epidemiologic
Study on the
Prevalence of
Diabetes, Glucose
Intolerance, and
Metabolic Syndrome
in the Advult
Population of the
Republic of Cyprus

he study was conducted in Cyprus

(November 2003 through January

2005). Stratified random sampling
was used to select 1,200 individuals aged
20-80 years (from a total population of
477,000). In all subjects, anthropometri-
cal measurements were taken, fasting lip-
ids were measured, eating habits were
evaluated according to a standardized
questionnaire, and an oral glucose toler-
ance test (OGTT) was performed (except
in known diabetic patients).

In the absence of OGTT-diagnosed
diabetes or impaired glucose tolerance
(IGT), impaired fasting glucose (IFG) was
defined by fasting plasma glucose =110
mg/dl and <126 mg/dl, whereas “new”
IFG was defined by fasting plasma glu-
cose =100 and <126 mg/dl. Metabolic
syndrome was defined according to the
National Cholesterol Education Program
Adult Treatment Panel III criteria.

Of the 1,200 subjects, 78 (6.5%) had
known diabetes and 45 (3.8%) were
newly diagnosed by the OGTT, which
brought the total prevalence of diabetes to
123 (10.3%). Another 78 (6.5%) subjects
had 1GT, 36 (3.0%) had IFG, and 171
(14.2%) had “new” IFG. Logistic regres-
sion showed that significant risk factors
for diabetes were age, male sex, family
history of diabetes (P < 0.001), hyperten-
sion (P = 0.004), and obesity (P =
0.003). Risk factors for IGT were age and
family history of diabetes (P < 0.01). Risk
factors for IFG and “new” IFG were age
and obesity (P < 0.01).

The prevalence of metabolic syn-
drome was 22.2% overall, 68.5% among
subjects with diabetes, 43.6% among
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