Ann Surg Oncol (2025) 32:2861-2863 Annals of q

https://doi.org/10.1245/s10434-025-16925-6 SURGICAL ONCOLOGY Cviates

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

ASO AUTHOR REFLECTIONS

ASO Author Reflections: Complete Pathological Response
after Neoadjuvant Treatment for Pancreatic Ductal
Adenocarcinomas—Curative Surgery in Cured Patients?

Pietro Addeo, MD, MPH, PhD, FACS!®, Milena Muzzolini, MD?, Christophe Laurent, MD, PhD?,
Bruno Heyd, MD, PhD*, Alain Sauvanet, MD, PhD?, Jonathan Garnier, MD, PhD®,

Marie Sophie Alfano, MD?, Sebastien Gaujoux, MD, PhD®, Charles De Ponthaud, MD®,

Ugo Marchese, MD, PhD’, Doris Da Silva, MD’, Emmanuel Buc, MD, PhD8, Regis Souche, MD, PhD’,
Jean Michel Fabre, MD, PhD®, Pierre-Emanuel Colombo, MD, PhD'’, Lorenzo Ferre, MD',

Maxime Foguenne, MD!!, Catherine Hubert, MD, PhD'!, Mehdi El Amrani, MD, PhD'?,

Stephanie Truant, MD, PhD'?, Lilian Schwartz, MD, PhD'3, Nicolas Regenet, MD™,

Aurelien Dupre, MD, PhD', Raffaele Brustia, MD, PhD'¢, Rim Cherif, MD'¢, Julie Navez, MD'7,
Benjamin Darnis, MD'8, Olivier Facy, MD, PhD", Robin Grellet, MD'®, Guillaume Piessen, MD, PhD*,
Julie Veziant, MD, PhD*, Rami Rhaiem, MD, PhD?!, Reza Kianmanesh, MD, PhD?!,

Elena Fernandez-De-Sevilla, MD, PhD*, Maximiliano Gelli, MD, PhD?, Abdelkader Taibi, MD, PhD?,
Pauline Georges, MD?*, Jean Yves Mabrut, MD, PhD?*, Mickael Lesurtel, MD, PhD?,

Alexandre Doussot, MD, PhD*, and Philippe Bachellier, MD!

'Hepato-Pancreato-Biliary Surgery and Liver Transplantation, Pole des Pathologies Digestives et Hépatiques, Hopital de
Hautepierre-Hopitaux Universitaires de Strasbourg, Université de Strasbourg, Strasbourg, France; “Department of HBP
Surgery, AP-HP, Hopital Beaujon, University of Paris, Clichy, France; *Department of Digestive Surgery, Centre Magellan,
CHU Bordeaux, Bordeaux, France; “Department of Digestive Surgical Oncology, University Hospital of Besangon,
Besangon, France; Department of Oncological Surgery, Institut Paoli Calmettes, Marseille University, Marseille, France;
®Department of Hepato-Biliary and Pancreatic Surgery and Liver Transplantation, AP-HP, Pitié-Salpétriere Hospital,
Paris, France; "Department of Digestive, Hepatobiliary and Pancreatic Surgery, Cochin Hospital, AP-HP, Université de
Paris, Paris, France; ®Department of Digestive and Hepatobiliary Surgery, Liver Transplantation, University Hospital
Clermont-Ferrand, Clermont-Ferrand, France; *Department of Surgery, Hopital Saint Eloi, Montpellier, France;
"Department of Surgical Oncology, Institut du Cancer de Montpellier, Montpellier, France; ''Department of Abdominal
Surgery and Transplantation, Cliniques universitaires Saint-Luc, Brussels, Belgium; *Department of Digestive Surgery
and Transplantation, Lille University Hospital, Lille, France; '*Department of Digestive Surgery, Rouen University
Hospital and Université de Rouen Normandie, Rouen, France; '“Department of Digestive Surgery, Nantes Hospital,
Nantes, France; 'Department of Surgical Oncology, Centre Léon Bérard, Lyon, France; '®Department of Digestive

and Hepato-Pancreatic-Biliary Surgery, Hopital Henri-Mondor, AP-HP, Paris Est Créteil University, UPEC, Créteil,
France; !"Department of Abdominal Surgery and Transplantation, Hopitaux Universitaires de Bruxelles, Hopital Erasme,

This article refers to: Addeo P, Muzzolini M, Laurent C, et al.
Prognosis associated with complete pathological response
following neoadjuvant treatment for pancreatic adenocarcinoma
in the FOFLIRINOX era: the multicenter TONO study. Ann Surg
Oncol. (2025). https://doi.org/10.1245/s10434-024-16735-2.

© Society of Surgical Oncology 2025

First Received: 3 January 2025
Accepted: 4 January 2025
Published online: 1 February 2025

P. Addeo, MD, MPH, PhD, FACS
e-mail: pietrofrancesco.addeo @chru-strasbourg.fr


http://crossmark.crossref.org/dialog/?doi=10.1245/s10434-025-16925-6&domain=pdf
http://orcid.org/0000-0003-0046-7973
https://doi.org/10.1245/s10434-024-16735-2

2862

P. Addeo et al.

Université Libre de Bruxelles, Brussels, Belgium; '*Department of Digestive Surgery, Clinique de La Sauvegarde, Lyon,
France; '“Department of Digestive and Surgical Oncology, University Hospital, Dijon, France; ?’Department of Digestive
and Oncological Surgery, Claude Huriez University Hospital, Lille, France; 2! Department of HBP and Digestive
Oncological Surgery, Robert Debré University Hospital, University Reims Champagne-Ardenne, Reims, France; *Gustave
Roussy Campus Center, Villejuif, France; *Department of Digestive Surgery, Dupuytren Limoges University Hospital,
Limoges, France; >*Department of General Surgery and Liver Transplantation, Croix-Rousse University Hospital,

Hospices Civils de Lyon, University of Lyon I, Lyon, France

PAST

Surgery followed by adjuvant chemotherapy has repre-
sented the standard treatment for a long time for resectable
and borderline pancreatic adenocarcinomas. The introduc-
tion of neoadjuvant chemotherapy (FOLFIRINOX) and
chemoradiotherapy regimens has modified the therapeutic
sequence for pancreatic cancer. Neoadjuvant treatment can
select the best candidates for surgery by excluding those
with rapidly progressive disease and/or with precarious/poor
performance status (“futile surgery”)."> The benefits of this
strategy have been reported by several retrospective studies
and few prospective studies.”® With the increasing adop-
tion of induction treatments, we have seen an increased rate
of complete pathologic response (CRP) not reported previ-
ously.”® How this complete pathologic response affects the
overall survival of patients remains to be determined.

PRESENT

In 2024, 13 years after the evidence of the survival ben-
efits of the FOLFIRNOX regimens,” two large retrospec-
tive studies including the current TONO study,®!° showed
that CPR is associated with considerable survival benefits
exceeding 60% at 5-years. CPR, however, does not mean
cure, and one third of patients recur even long after sur-
gery. These recurrences appear more frequent and associated
with lower survival in patients receiving preoperative radio-
chemotherapy, indicating that local control likely does not
mean systemic control. Unfortunately, some of these patients
did not really benefit from CPR because of postoperative
mortality, which persists after pancreatic resection. Other
patients received adjuvant chemotherapy with an impact
on survival and recurrence that could not be accurately
evaluated. Finally, the evolution of a CPR without surgery
remains unknown.

FUTURE

The combination of chemotherapy and surgery treat
pancreatic cancers. Since CPR is associated with proven
long-term survival, cure efforts should be made to: (1)
identify preoperatively predictive factors of response to
FOLFIRINOX, (2) recognize biological and radiological

characteristics of responders, and (3) to develop noninva-
sive tests to precisely identify patients with “active” pan-
creatic cancers. In 2024, pancreatic surgery seems to reach
its maximal development by reducing mortality, developing
extended pancreatic surgery and reducing the invasiveness
by minimally invasive surgery.'"!> In the immediate next
future research could help to best select optimal candidate
for surgery.
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