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F18-FDG-PET/CT standardised uptake value threshold in 
discriminating benign vs. malignant lesions. Doubts and certainties in 
the era of evidence-based medicine (Response to Letter to the Editor)

Nghi C. Nguyen & Medhat M. Osman

Saint Louis University, Saint Louis, MO 63110, USA

To the Editor,

We greatly appreciate the interest of Drs. F. Bertagna 
and R. Giubbini in our study, in which we concluded 
that a common SUVmax threshold did not exist in 
the four studied subgroups – solitary pulmonary 
nodules (SPNs) and respective mediastinal lymph 
nodes (LN), cervical LN staging of head and neck 
cancer as well as characterisation of adrenal lesions 
in cancer patients [1]. We found that the highly vari-
able FDG uptake in benign and malignant SPNs 
as well as mediastinal LNs was associated with the 
high prevalence of inflammation and/or infection 
within the chest, resulting in the high maximum 
standard uptake values (SUVmax) threshold of 3.6. 
Thus, the use of SUVmax threshold might be less 
reproducible and reliable in distinguishing benign 
from malignant lesions within the chest. In con-
trast, the FDG uptake in benign and malignant 
cervical LNs as well as adrenal lesions was less vari-
able and was associated with a lower prevalence of 
inflammatory and/or infectious processes, resulting 
in a lower SUVmax threshold of 2.2 and higher 
diagnostic accuracy. Therefore, SUVmax threshold 

might be reproducible and reliable for extratho-
racic regions where there is a low prevalence of 
inflammation and infection.

In this context, our results are in agreement with 
the notion made by Drs. Bertagna and Giubbini that 
inflammatory and infectious diseases frequently show 
high SUVmax values not significantly different from 
those seen in malignant tumors. We also agreed with 
the notion that many benign lesions such as thyroid 
adenomas and hepatic adenomas often show high 
SUVmax values similar to those seen in malignant 
tumors, making it difficult to distinguish between 
benign and malignant thyroid lesions as well as liver 
lesions. We acknowledge that an evaluation of SUV-
max threshold of these two tumour entities would 
have been interesting but would be beyond the scope 
of our study. Thus, the results of our study are pri-
marily applicable to the four tumour entities and  
site locations being studied. We cannot agree more 
with Drs. Bertagna and Giubbini that the integration 
of all information is important for an accurate diag-
nosis. As we pointed out in our work, the likelihood 
of malignancy within a lesion is influenced by the 
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patient characteristics (e.g. age, history of smoking, 
history of cancer, and other factors), the presence of 
co-morbidity (e.g. granulomatous disease), and the 
appearance of the lesion on CT, especially when read-
ing a PET/CT scan. PET/CT interpretation should 
therefore include all relevant clinical and radiological 
information specific to the patient in question, 
together with an appreciation of the clinical implica-
tions of the FDG avidity of the lesion.
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Severe systemic vasoconstriction starting with acute limb ischemia 
leading to death in a patient with well-differentiated pulmonary 
neuroendocrine carcinoma: A new paraneoplastic syndrome?
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To the Editor,

Rare but with ever increasing incidence and preva-
lence [1], neuroendocrine tumors can secrete some 
humoral factors and cause various clinical paraneo-
plastic syndromes. Although three cases of coronary 
vasospasm reported so far [2–4], generalized vasos-
pasm associated with metastatic neuroendocrine 
tumor have not been reported to the best of our 
knowledge. Here, we present a case of octreotide 
resistant lung neuroendocrine tumor with systemic 
vasospasm presented with acute limb ischemia (ALI) 
secondary to severe arterial vasospasm.

A 31-year-old woman presented to the outpatient 
clinic with the complaints of large volume diarrhea 
accompanied by crampy abdominal pain and mild 
dyspnea. She did not report attacks of hypotension, 
hypertension, and flushing. Her past medical history 
was unremarkable except for a mild bronchial asthma. 
Her physical examination was normal; she appeared 
healthy, and her vital signs were normal except mild 
tachycardia. Abdominal ultrasonography revealed 
multiple liver masses and a tru-cut biopsy was per-
formed. Histopathological examination showed a neu-
roendocrine carcinoma (Figure 1A HE,  100) which 

stained positively with synaptophysine (Figure 1B 
synaptophysine, 400). Detailed radiological exami-
nations, octreotide scintigraphy, and endoscopic 
examination of upper and lower gastrointestinal tract 
failed to reveal the occult primary. No other disease 
involvement but liver lesions were positive on octreo-
scan. Chromogranin level was elevated.

It was decided that she had well-differentiated 
metastatic neuroendocrine carcinoma of unknown 
primary which caused carcinoid syndrome. Long-
acting octreotide at a dose of 30 mg every four weeks 
and interferon alpha-2b at a dose of three million 
international units three times a week were started. 
Her symptoms subsided to a large extent. However 
at the 8th month of treatment, interferon had to be 
stopped secondary to intolerable toxicity. At that 
time, she was totally symptom-free and radiological 
examination was compatible with stable disease. 
Since there was no evidence of extrahepatic disease, 
radioactive microsphere therapy was performed. 
One year later, a left pulmonary hilar lesion of 3 cm 
became apparent on computerized tomography 
(CT)-scan which was also detected by octreoscan. 
Liver lesions were stable on both octreoscan and 
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