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Summary

Background and aims

Pancreatic cancer is associated with a poor
prognosis, and its incidence is increasing due to
population aging, longer life expectancy, and the
rising prevalence of obesity and diabetes. For
patients with borderline resectable or locally
advanced pancreatic cancer - characterized by
venous and/or arterial involvement - optimal
treatment strategies are still evolving.

The aim of this thesis is to improve the
characterization of borderline resectable and
locally advanced pancreatic cancer by analyzing
the diagnostic work-up and surgical selection, the
role and tolerability of chemotherapy administered
before surgery (neoadjuvant), and oncological
outcomes.

Findings

In Chapter 3, patients with borderline resectable
and locally advanced pancreatic cancer were
compared to identify predictors of survival and to
assess whether these groups truly represent
distinct entities. Surgical resection emerged as the
only predictor of survival, independent of the
initial classification as borderline resectable or
locally advanced. In a second study, the role of
neoadjuvant chemotherapy as an intraoperatively
defined salvage strategy was explored in patients

unexpectedly diagnosed with locally advanced
disease during surgical exploration. This approach
resulted in a 30% resection rate, low operative
morbidity, and survival outcomes that were not
inferior to those achieved with technically
demanding upfront surgery.

Chapter 4 presents the protocol of a multicentric,
multidisciplinary prospective trial (PeRFormance)
designed to evaluate surgical resectability after
neoadjuvant chemotherapy. This study integrates
radiological, surgical, patient-reported, and
translational components (including radiomics and
multi-omics) with the aim of improving the
prediction of resectability and optimizing
therapeutic decision-making.

Chapter 5 examines the evolution of quality of life
during neoadjuvant chemotherapy as a bridge to
surgery. Incorporating the patient’s perspective is
essential to contextualize oncological outcomes
and to balance potential benefits against
treatment-related morbidity. This subgroup
analysis of the PeRFormance trial demonstrates
that quality of life can be maintained over time
during neoadjuvant chemotherapy despite
fluctuations in symptoms.
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