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[t has previously been observed
that moderate weight loss in
obese people can lead to a clinically
significant reduction in fasting plasma
glucose (FPG), although the mechanism
for this has not been elucidated.

Eight obese people with type 2

diabetes were assessed using
magnetic resonance spectroscopy
(MSR) for intrahepatic and intramyocel-
ular lipid (HL and IMCL, respectively)
content. All eight people were studied
before and after weight normalisation
using a hypocaloric and very low fat
diet.

A moderate weight loss of ap-
proximately 8 kg (8 % of total initial

weight) resulted in a clinically signifi-
cant reduction of FPG by 2.4 mmol/I
(P=0.00037).

IHL levels were also significantly

reduced, by 81 % (P=0.009) to
nearly normal levels. In contrast, there
were no relevant changes in IMCL
levels with weight reduction.

The mechanism by which hepatic

steatosis induces liver-specific
insulin resistance is still unclear, yet
these data indicate that a moderate
loss in weight via a calorie controlled
and a very low fat diet could lead to the
reversal of hepatic steatosis in patients
with type 2 diabetes.

The authors conclude that, as no

effect was observed in peripheral
insulin resistance or IMCL content, IHL
could be responsible for dysregulated
hepatic glucose metabolism in people
with type 2 diabetes.

Petersen KF, Dufour S, Befroy D, Lehrke M, Hend-
ler RE, Shulman Gl (2005) Reversal of nonalcoholic
hepatic steatosis, hepatic insulin resistance, and
hyperglycemia by moderate weight reduction in pa-
tients with type 2 diabetes. Diabetes 54(3): 603-8

The cannabinoid receptor system
was discovered in the early 1980s
and has recently been shown to be
involved in the regulation of body
weight. CBy is one of two receptors
discovered in this system.

The RIO-Europe (Rimonabant In

Obesity Europe) trial assessed
the effectiveness of rimonabant, a
CB5 blocker, in aiding weight loss for
overweight and obese people (classified
by a body mass index of >27 kg/m2 or
>30 kg/m?, respectively).

A total of 1507 people were en-

rolled for this randomised double-
blind trial, with the primary endpoint
being weight change from baseline
after 1 year in this intention-to-treat
group. The participants were divided
into three groups: placebo; treated with
5mg rimonabant; and treated with
20 mg rimonabant.

Those treated with rimonabant

showed significant weight loss
(5 mg: mean weight loss of 3.4 kg,
P=0.002 vs placebo; 20 mg: mean
weight loss of 6.6 kg, P<0.001 vs pla-
ceho). Significantly more people treated
with 20 mg rimonabant achieved weight
loss of 10 % or greater compared with
those treated with 5mg.

In conclusion, Van Gaal et al state

that 20 mg rimonabant combined
with a hypocaloric diet benefits over-
weight and obese people with clinically
significant weight loss over 1 year, and
that modulating the endocannabinoid
system holds promise for the treatment
of obesity.

Van Gaal LF, Rissanen AM, Scheen AJ, Ziegler O,
Rossner S, RIO-Europe study group (2005) Effects
of the cannabinoid-1 receptor blocker rimonabant
on weight reduction and cardiovascular risk factors
in overweight patients: 1-year experience from the
RIO-Europe study. Lancet 365(9468): 1389-97
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