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She made an uneventful postoperative recovery. Conclusion: LAGB
accounts for only 5.5% of all bariatric surgeries. This has largely been
due toreported removal rates of up to 40% after 7 years secondary to
complications. Only four other case reports of cecal volvulus from
LAGB have been described. Surgeons should have a high index of
suspicion of a volvulus in a patient with an acute abdomen as a late
complication of LAGB.
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Since the discovery of leptin 23 years ago, a major challenge
to weight loss strategies in obesity is leptin resistance. The lack of
response to exogenous leptin administration in obesity is not only
an obstacle to energy homeostasis regulation, but it could also be
involved in the type 2 diabetic phenotype associated with obesity.

Our previous work in vivo and ex vivo with diet-induced
obese mice (DIO) suggested that contrary to expectations, leptin
signalling remains functional and is permanently activated in arcu-
ate nucleus of the hypothalamus (ARH) neurons of DIO mice. This
state of constant response to endogenous leptin underpins the lack
of response to exogenous leptin. The obese phenotype of DIO mice
is also associated to glucose intolerance, caused by a decreased sen-
sitivity to insulin. The immunohistochemistry study of combined
leptin and insulin signalling leads us to conclude that there is a
common pool of ARH neurons responding to both leptin and insulin.

We then hypothesized that the constant activation of LepRb-
neurons in the ARH of DIO mice could prevent insulin signalling in
these neurons, leading to impaired glucose homeostasis and type
2 diabetes.

Accordingly, immunohistochemistry and hyperinsulinemic
euglycemic clamps experiments demonstrated that antagonizing
central leptin signalling in DIO mice restores hypothalamic insulin
signalling and decreases hepatic glucose production. Using icv
injection of inhibitors and ARH specific gene deletion, we identi-
fied protein phosphatase 1B (PTP1B) as the main mechanism by
which the constant leptin signalling inhibits insulin response in
ARH neurons of DIO mice.

Altogether our results bring new insights in obesity-linked cen-
tral insulin resistance and open a potential new path of therapeutic
strategy to treat type 2 diabetes in obese patients.
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Obesity is characterised by increased adiposity, high leptin lev-
els, and leptin resistance. Plasma leptin concentration is positively
correlated with fat mass. Fasting decreases body fat and conse-
quently decreases leptin levels. Obesity is a risk factor for type 2
diabetes mellitus (T2DM). T2DM is characterised by increased fas-
ting glycaemia and impaired glucose tolerance. Insulin resistance is
a common feature between obesity and T2DM. Leptin and insulin
act on the same neuronal population within the arcuate nucleus
of the hypothalamus (ARH). Our previous work demonstrated that
Diet-induced obese (DIO) mice show no response to insulin, but still
demonstrate leptin signalling in the ARH. Pharmacological block-
ade of leptin signalling in the CNS restores insulin signalling in DIO
mice, thereby improving glucose homeostasis. However, utilising
fasting to decrease leptin level and exert a physiological rescue of
insulin signalling has not been investigated yet. We hypothesised
that decreasing endogenous leptin level using a 48-hour fasting
could reduce leptin response in the ARH and promote the restora-
tion of insulin signalling and glucose tolerance in DIO mice. Mice
are fed with chow diet or high-fat diet for 20 weeks, followed by
a baseline glucose tolerance test (GTT). After a two-week recov-
ery, the DIO mice will then be divided into two groups: ‘DIO fed’
mice, fed ad libitum, or ‘DIO F48’ mice, fasted for 48 h prior to the
final GTT undergone by all mice. Following the final GTT, mice
received either saline or insulin for histological signalling stud-
ies. Brain slices will be immuno-stained for phosphorylated signal
transducer and activator of transcription-3 (pSTAT3) and phos-
phorylated protein kinase-B (pAkt). pSTAT3/pAkt co-localisation
is used a marker of leptin receptor activation, while pAkt-alone
a marker of insulin action. This will determine whether reducing
leptin level will decrease endogenous leptin signalling and possibly
restore insulin action in the ARH of DIO mice.
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The Nepean Blue Mountains Family Obesity Service (NFOS) was
set up in 2016 to deliver multidisciplinary healthcare to those with
obesity across the lifespan. This file audit was carried out to identify
the demographics, clinical characteristics and basic health out-
comes of adult patients referred to the NFOS in the first six months
of operation. Of the 83 patients referred to NFOS, 71 were included
in the audit (8 patients did not attend any appointments, 2 attended
the initial group session only, 1 was outside our local health district
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