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18F-DOPA PET for diagnosis 
and localization of focal 
congenital hyperinsulinism

Focal congenital hyperinsulinism is caused by an 
embryonic loss of heterozygosity that results in 
the expression of a mutant β-cell ATP-sensitive 
potassium channel. As focal disease affects only 
part of the pancreas, it can be cured by surgery if 
the lesion can be detected. Neuroendocrine cells 
take up L-DOPA, and this uptake is known to be 
increased in focal adenomatous lesions. Hardy et 
al. therefore evaluated 18F-DOPA PET for the 
diagnosis of focal versus diffuse hyperinsulinism, 
and for the localization of focal lesions.

The study population comprised 50 infants (24 
with focal disease, 24 with diffuse disease, and 
2 with localized islet-cell nuclear enlargement) 
who required surgery for medically uncontrol-
lable hyperinsulinism. As confirmed by post-
operative pathology findings, 18F-DOPA PET 
produced an accurate diagnosis in 44 of the 50 
cases. The technique had a sensitivity for diag-
nosis of focal disease of 75%, a positive predic-
tive value of 100%, and a negative predictive 
value of 81%. For the 18 focal cases diagnosed 
by PET, the site of the lesion was correctly iden-
tified in all cases, allowing localiza tion even of 
those lesions invisible to the surgeon. Of the 
24 patients with focal hyper insulinism, 22 were 
cured by surgery.

The authors conclude that 18F-DOPA PET 
should be considered as a guide to surgery 
for all infants with medically uncontrollable 
hyperinsulinism.

Original article Hardy OT et al. (2007) Accuracy of [18F]-
fluorodopa positron emission tomography for diagnosing and 
localizing focal congenital hyperinsulinism. J Clin Endocrinol 
Metab 92: 4706–4711

B-Raf Val600Glu mutations and 
clinical outcome in patients 
with papillary thyroid carcinoma

Lupi et al. have analyzed the presence of B-Raf 
mutations in patients with papillary thyroid 
carcinoma (PTC) and examined the correlation 
of these mutations with clinico-pathological 
para meters. Thyroid specimens from 500 
consecutive patients, operated on for a PTC 
at a single center, were retrospectively evalu-
ated. B-Raf mutations were found in 219 cases 
among which B-Raf Val600Glu was present in 

214. Histologically, a high frequency of B-Raf 
Val600Glu mutations was found in the aggres-
sive, tall-cell variant and in the classical variant 
of PTC, whereas a low frequency was observed 
in follicular variants. 

Univariate analysis revealed a significant 
association between the presence of B-Raf 
Val600Glu mutations and extra-thyroidal 
in vasion, multicentricity, presence of nodal 
metastases, higher tumor class and the absence 
of a tumor capsule. By multivariate analysis only 
the presence of a tumor capsule was statisti-
cally associated with a low frequency of B-Raf 
Val600Glu mutations. The B-Raf Val600Glu 
mutation was associated with the absence of 
a tumor capsule in microadenomas and in the 
follicular variant of PTC. In these two variants 
the absence of a tumor capsule was associated 
with larger tumor size. In the follicular-variant 
encapsulated tumors were associated with rare 
development of node metastases. 

The authors suggest that a low frequency of 
B-Raf Val600Glu mutations and the presence 
of a tumor capsule are both indicators of low-
risk tumors.

Original article Lupi C et al. (2007) Association of BRAF 
V600E mutation with poor clinicopathological outcomes in 
500 consecutive cases of papillary thyroid carcinoma. J Clin 
Endocrinol Metab 92: 4085–4090

Recovery of normal GH secretion 
in patients with nonacquired, 
childhood-onset GHD

Some patients with childhood-onset, non-
acquired growth hormone deficiency (GHD) 
treated with exogenous growth hormone (GH) 
recover normal levels of GH secretion during 
young adulthood. Gelwane and colleagues 
examined the characteristics of such patients, 
with or without structural hypothalamic–pituitary 
abnormalities, and compared them with patients 
who had persistent GHD and healthy control 
individuals (n = 411).

The study included 62 patients, of whom 
24 had ectopic neurohypophysis, 14 had an 
isolated hypoplastic anterior pituitary and 24 
had a normal hypothalamic pituitary area on 
MRI at the time of GHD diagnosis (mean age 
7.9 years). Peak GH level and serum insulin-
like growth factor I (IGF-I) level were measured 
in these patients once they had reached adult 
height (mean age 16.8 years).
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