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LETTER TO EDITOR

No conflict of interest declared.

To the Editor, 

we have been very pleased to read the interesting work proposed by Salemi et al. (1) regarding the expression of specif-
ic fragments of microRNA (miRNA), particularly miR-132 and miR-212, as potential key regulators in prostate cancer
(PCa). As outlined by the Authors, the altered expression of miRNAs in cancer pathogenesis represents a well-consoli-
dated knowledge in the current literature (2, 3). More specifically, both miR-212 and miR-132 regulate subsets of genes
involved in tumor progression in several tumor cell types as PCa, proving a central role in tumorigenesis, cell adhesion,
and angiogenesis. In addition, a strong association between miR-132 expression and high Gleason score PCa has been
lately depicted. Several studies have identified specific miRNA expression profiles in the serum of cancer patients, as well
as an increased expression of certain miRNAs in the blood of patients with metastatic PCa compared with non-metasta-
tic PCa (4). Thus, miRNA expression profiles could act as potential biomarkers for PCa diagnosis and prognosis. 
In this context, data achieved by Salemi et al. remarked an increased expression of miR-132 and miR-212 in PCa tissue
compared to control and, by contrast, a reduced expression of miR132 and miR-212 in metastatic lymph node. The
intriguing findings obtained by this case are likely to suggest a different biologic behavior between the primary PC and
metastatic lymph nodes. Recently, we described the outcomes obtained in a real-world setting by the biggest cohort of
mCRPC patients undergoing 223-Ra radiometabolic treatment in our country and one of the most extensive in the whole
of Europe (5).
The risk of developing metastatic localizations during follow-up ranges from 26% to 38% after primary radical approach-
es and about 4% of the patients are ex-Novo diagnosed with metastatic disease. Bone-metastatic PCa occurs in up to 90%
of mCRPC patients and represents a leading cause of morbidity in these subjects, being associated with significant clin-
ical complications and quality of life impairment. Although there is no consensus regarding the very optimal treatment
of high-risk or locally advanced PCa, in the last years, multi-modal therapy has demonstrated a clinical advantage and
many clinical trials are ongoing to evaluate the best clinical therapeutic approach for each patient. Thus, there is an
urgent need to better understand high-risk PCa prognosis using new biomarkers (i.e., histological and molecular genet-
ics patterns), aiming to reach the most appropriate optimization of current treatment strategies to improve outcomes,
avoid or postpone complications, and accordingly to enhance the patient's overall quality of life.
Currently, it is still unequivocal how to best apply them in a real clinical practice setting, particularly in case of decisions
concerning treatment sequencing and combination options (6).
In general, for mCRPC patients, androgen deprivation therapy with or without chemotherapy was recommended by EAU
guidelines (7, 8). With the successful application of cytoreductive surgery for metastatic cancers and the signs of progress
achieved in surgical and radiotherapy techniques, the role of the cytoreductive prostatectomy approach for mCRPC has
gained great interest. As pointed out by the results of our study (9), cytoreductive prostatectomy may have the potential
to enhance mCRPC disease control, however, the lack of randomized controlled trials and the low level of evidence in
the current literature preclude any firm conclusions on the benefit of cytoreductive strategy in mCRPC and to clearly
identify the patients who would benefit most from their primary PCa ablation. 
Based on this growing experience and believing in the great potential of the integration of the perspective emerged from
molecular findings by Salemi et al. with our PCa patients cohort, we focus on the opportunity to cross-reference the miR
expression analysis in mCRPC enrolled for 223-Ra treatment, to evaluate the clinical and prognostic relevance of miR
aberrations in this peculiar group of PCa patients. More in detail, different groups of patients clustered for multiple PCa
biological (Gleason Score, histopathologic and molecular patterns), biochemical (PSA, LDH, tALP) (10), and clinical fea-
tures (TNM score, performance status, secondary skeletal burden) could be designed, aiming to assess the precise rela-
tion, if any, between miR expression with every single variable.
The final goal would consist of the achievement of the most effective treatment sequence possible, relying on the individual
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clinical and biomolecular characteristics specific of each patient, in a real patient-centered treatment approach (11). In this
direction, it would be very interesting other than useful to assess molecular miRNAs patterns of PCa bone secondary
localizations, investigating whether these peculiar pathological entities act like the lymph nodal ones rather than the pri-
mary PCa discussed in the case reported by Salemi et al., thus respectively showing under- or over-expression of miR-
132 and miR-212.
A detailed analytical assessment of these new molecular variables in mCRPC patients could eventually lead to a clinical-
ly useful prognostic stratification of which kind of PCa patient would rather benefit from a specific treatment strategy,
such as 223-Ra treatment.
The outcomes of molecular miRNAs expression assessment in skeletal PCa metastases could potentially help to shed light
on the role of primary tumor cytoreduction in mCRPC and its still enigmatic biological causes. Several studies are sug-
gesting the existence of a critical interaction between primary tumors, their circulating and disseminated cells, and the
development and maintenance of secondary lesions, via a complex connecting network. This tangled connection could
justify how primary tumor ablation is demonstrated in many cases to prevent the development of new metastases and
even promote their regression in a phenomenon known as the abscopal effect (12, 13).
Even if the biological mechanisms underlying this hypothesis are not yet known in detail, most of the actual evidence
confirm that ablative treatment of the primitive tumor, purposing to reduce the local load of disease, is able to positive-
ly influence the biological behavior of secondary locations too, along with their response to systemic therapies. Whether
these theories apply to all or only specific solid tumors remains still to be determined. 
In this regard, we hope in the development of further detailed studies with a larger number of PCa patients that could
definitely lead to many solid achievements, with the purpose to help the determination of peculiar miRNA expression
profiles for PCa, supporting its early diagnosis, stratification, and prognosis clinical workup.
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