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Letter to the editor

Dear Sir,

It was with great interest that we read the article 
titled “Neoadjuvant therapy for advanced pancreatic 
neuroendocrine tumors: an emerging treatment mo-
dality?” by I. Perysinakis et al published in the first 
issue of 2016 of the Journal.1 The authors review 
the recent literature concerning advanced pancreatic 
neuroendocrine tumors (pNETs) and highlight the 
fact that there is increasing evidence supporting the 
application of neoadjuvant protocols in this set of 
patients aiming at tumor downsizing to render cura-
tive surgery feasible. 

Complete surgical resection is the only poten-
tially curative treatment of localized pNETs,1 but a 
significant proportion of patients affected by pNETs 
have inoperable locally advanced tumors and/or meta-
static disease, which make the surgical approach 
infeasible.2,3 In this setting, the proposed goal is to 

perform neoadjuvant therapy, followed by surgery in 
responders.1 Several preoperative approaches have 
been reported in the medical literature, these options 
including chemotherapy, radiotherapy, peptide recep-
tor radionuclide therapy (PRRT), biological drugs or 
combinations of treatments.

PRRT is a useful therapeutic approach for the 
treatment of somatostatin receptor positive NETs and 
usually follows failed first-line medical therapy. 90Y 
and/or 177Lu-labeled somatostatin analogues, which 
are increasingly used in pNETs patients, are also 
characterized by lower nephrotoxicity. The phase III 
NETTER-1 trial has provided evidence of significant 
benefit in progression free-survival and overall survival 
in patients with advanced midgut NETs treated with 
177Lu-DOTATATE, and its safety profile was found 
to be favorable in terms of hematological, renal and 
hepatic toxicities.4

The use of antiproliferative therapies is as yet 
challenging and varies on the basis of the disease 
burden, relative functional status and growth rate and 
on the possible eventual development of comorbidi-
ties. Recommendations for preferential use of targeted 
drugs, chemotherapy or PRRT as first-line therapy 
have also recently been suggested.5 However, the 
potential of augmented toxicity, such as after prior 
chemotherapy or targeted therapy, calls for adequate 
surveillance and can justify an earlier use of PRRT 
in selected patients.5 The advantages offered by 
PRRT are not limited to therapeutic purposes but also 
serve as diagnostic tools. In fact, after administra-
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tion of PRRT, patients usually undergo post-therapy 
whole-body scans (PTWBS) to evaluate radiophar-
maceutical biodistribution. As demonstrated in our 
previous study,6 PTWBS imaging can reveal more 
lesions than pretherapy imaging; thus, PTWBS can 
better delineate the extent of disease than standard 
diagnostic procedures, allowing the visualization of 
additional lesions and permitting an accurate staging 
of disease, thus enabling optimization of the clini-
cal management of patients. Taking into account all 
these advantages we consider, as do I. Perysinakis 
et al,1 that expert consensus about locally advanced 
pNETs is needed to assess the benefits of neoadjuvant 
treatments and define optimal treatment schedules 
including PRRT.
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