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Abstract 
The incidence of esophageal adenocarcinoma (EAC) has surged significantly over the past 
decades, leading to a higher detection rate of early-stage lesions. The management of these 
patients remains a clinical challenge, centered on the delicate balance between organ-
preserving endoscopic resection and radical esophagectomy. This decision-making process 
hinges on the accurate prediction of aggressiveness of the disease and lymph-node metastasis 
risk, which remains the primary determinant of long-term prognosis. 
 
Current staging modalities, frequently lack the resolution to detect microscopic nodal 
involvement, leading to significant rates of clinical understaging and inappropriate treatment 
selection. Recent evidence suggests that early EAC is biologically heterogeneous, and 
metastatic competence is often driven by molecular programs and micro-architectural 
signatures that are not captured by conventional visual inspection. 
 
The present research project aims to develop a multidimensional predictive framework to 
decode the biological metastatic potential of early EAC. By integrating advanced 
computational analysis of optical and histological imaging with the evaluation of systemic 
molecular biomarkers, the study seeks to identify high-risk biological lineages from inception. 
This approach intends to transcend the limitations of current morphologic staging, providing 
a standardized and objective risk score. 
 
The ultimate goal is to personalize the therapeutic pathway: identifying node-negative 
candidates for safe organ preservation while selecting high-risk patients who may benefit from 
immediate surgical escalation or neoadjuvant systemic therapy. This paradigm shift aims to 
improve survival outcomes and reduce the morbidity associated with unnecessary radical 
interventions in the era of precision oncology. 
 

mailto:info@hunimed.eu
http://www.hunimed.eu/
mailto:carlo.castoro@hunimed.eu
mailto:paola.spaggiari@humanitas.it
mailto:cesare.hassan@hunimed.eu


 

Humanitas University – Via Rita Levi Montalcini, 4 – 20072 Pieve Emanuele (MI) Italy 
CF 97692990159 – Tel. 02.8224.3777 – info@hunimed.eu – hunimed.eu  

H
U

-1
3
_
2
5
0
1
1

0
 

Scientific references 
1. Codipilly DC, et al. The Effect of Endoscopic Surveillance in Patients With Barrett’s 

Esophagus: A Systematic Review and Meta-analysis. Gastroenterology 2018 
 
2. Kamarajah SK, et al. Is Local Endoscopic Resection a Viable Therapeutic Option for Early 

Clinical Stage T1a and T1b Esophageal Adenocarcinoma?: A Propensity-matched Analysis. 
Annals of Surgery 2022 

 
3. Semenkovich TR, et al. A Clinical Nomogram for Predicting Node-positive Disease in 

Esophageal Cancer. Annals of Surgery 2021 
 
4. Hong TH, et al. Preoperative Circulating Tumor DNA Detection and Risk Stratification in 

Esophageal Squamous Cell Carcinoma. JAMA Surgery 2026 
 
5. Obermannová R, et al. Oesophageal cancer: ESMO Clinical Practice Guideline for diagnosis, 

treatment and follow-up. Annals of Oncology 2022 
 
6. Davies AR, et al. Tumor stage after neoadjuvant chemotherapy determines survival after 

surgery for adenocarcinoma of the esophagus and esophagogastric junction. Journal of 
Clinical Oncology (JCO) 2014 

 
7. Weusten B.L.A.M., et al. Diagnosis and management of Barrett esophagus: European 

Society of Gastrointestinal Endoscopy (ESGE) Guideline. Endoscopy 2023 

 
8. Pucher PH, et al. Prevalence and Risk Factors for Malignant Nodal Involvement in Early 

Esophago-Gastric Adenocarcinoma: Results From the Multicenter Retrospective 
CONGRESS Study. Annals of Surgery 2025 

 
9. Killcoyne S, Fitzgerald RC. Evolution and progression of Barrett's oesophagus to 

oesophageal cancer. Nat Rev Cancer. 2021 
 
10. Gotink AW, et al. Individual risk calculator to predict lymph node metastases in 

patients with submucosal (T1b) esophageal adenocarcinoma: a multicenter cohort study. 
Endoscopy 2022 
 

Type of contract 

Scholarship or coordinated and continuous collaboration contract (Co.Co.Co.) amounting to 
at least € 35,000 gross per year, activated by Fondazione Humanitas per la Ricerca ETS. The 
amount is subject to IRPEF taxation and to autonomous and full payment of social security 
and welfare contributions by the collaborator, directly to the relevant professional pension 
fund or to any other fund of their choice. 
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Borsa di studio o Contratto collaborazione coordinata e continuativa (cococo) pari ad almeno 
€ 35.000 annui lordi attivato da Fondazione Humanitas per la Ricerca ETS. Importo soggetto 
a tassazione IRPEF e versamento per contribuzione previdenziale ed assistenziale autonomo 
ed integrale a carico del collaboratore, direttamente alla cassa professionale di competenza 
o a qualsiasi altro Fondo dallo stesso prescelto. 
 

 

mailto:info@hunimed.eu
http://www.hunimed.eu/

