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Introduction: Circulating tumor DNA (ctDNA) is a dy-
namic biomarker associated with minimal residual disease 
(MRD) and colorectal cancer-associated outcomes. We 
evaluated the impact of ctDNA detection after curative-
intent hepatectomy for colorectal liver metastases (CLM) 
within a ctDNA surveillance initiative at a comprehensive 
cancer center.
Method: INTERCEPT is a prospective initiative to inte-
grate plasma ctDNA testing into post-treatment colorectal 
cancer surveillance. ctDNA results were paired with clin-
icopathologic data from a prospective institutional data-
base for CLM patients who underwent curative-intent 
hepatectomy+/-completion ablation from 12/2022-06/ 
2024. MRD was defined as no suspicious or confirmed 
metastases on imaging in the setting of ctDNA positivity 
(ctDNA+; any detectable value ≤90 days of hepatectomy/ 
ablation).
Results: 133 patients had available 90-day postoperative 
ctDNA results. 84% (111/133) received preoperative 
chemotherapy (median 4 [IQR 4-6]cycles). Surgical 
approach was primary-first in 87% (116/133), and com-
bined primary/CLM resection in 13% (17/133); 4% (5/ 
133) underwent completion ablation. Postoperatively, 23% 
(31/133) were ctDNA+, and 77%(102/133) were ctDNA-. 
A somatic mutation in ≥1 genes (BRAF, KRAS, TP53, 
APC, PIK3C, SMAD4) was identified in 92%(122/133). 
36% (48/133) had a pathway-centric risk score of 3 
(ctDNA+ 39%[12/31]; ctDNA- 35%[36/102]).

ctDNA+ was associated with a rectal primary (OR 5.6, 
95%CI 1.8-17.8, p=0.004) and greatest CLM size ≥3cm 
(OR 4.3, 95%CI 1.6-11.4, p=0.004). Of ctDNA+ patients, 
74%(23/31) had MRD for a median 60 (1-101)days until 
radiographic disease detection. 94%(29/31) of ctDNA+ 
patients received adjuvant therapy regardless of MRD 
status, and 63%(15/24) of patients with a follow-up test 
became ctDNA- with treatment after a median 3.6(3.0-5.3) 
months. Recurrence among ctDNA+ was 90%(28/31); 
77%(24/31) had hepatic recurrence. The ctDNA-

recurrence rate was 43%(44/102), with 80%(35/44) ≤1 
year of hepatectomy. Compared to ctDNA- patients, 
ctDNA+ median recurrence-free survival (3.4 [2.3-4.6] 
months vs 21.3 [13.6-29.0], p<0.001) and hepatic disease-
free survival (4.2 [1.1-7.2] months vs NR, p<0.001; 
respectively) were significantly lower (Fig 1). 
Conclusion: Postoperative ctDNA testing for CLM is 
feasible and identifies patients with MRD and at risk of 
recurrence. Recurrence patterns are associated with post-
operative ctDNA detection and may guide postoperative 
therapy and surveillance strategies.
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Background: Although randomized trials have shown the 
superiority of surgery over endoscopy for symptomatic 
chronic pancreatitis (CP), most patients are only referred 
for surgery as ‘last resort’. Therefore, large international 
studies quantifying the impact of surgery for CP are needed 
but such studies are lacking. This study aimed to evaluate 
the use and outcome of surgery for CP across Europe. 
Method: In this prospective multicentre study, consecu-
tive patients undergoing surgery for symptomatic CP were 
included from 22 centres in 13 countries (June 2021 - 
November 2022). The primary endpoint in patients with 
pain as indication was Izbicki pain score at 6 months, with 
’complete pain relief’ defined as Izbicki score ≤10 and 
’partial pain relief’ as >10 but a >50% reduction from 
baseline. Quality of life was assessed using PANQOLI and 
SF-12 surveys. Predictors of complete pain relief were 
analyzed using multivariable analysis.
Results: Overall, 207 patients underwent surgery for 
symptomatic CP: 51 drainage procedures (24.6%), 61 
duodenum-preserving head resections (29.5%), and 95 
formal pancreatic resections (45.9%). Preoperatively, 
48.8% (n=101) used opioids and 51.2% (n=106) had 
endoscopic treatment. Postoperatively, major morbidity 
occurred in 14% (n=29) and 90-day mortality in 1.4% 
(n=3). Among 113 patients operated for pain, the median 
Izbicki score decreased from 61.3 (IQR 49.1-84.9) at 
baseline to 19.0 (IQR 0.0-33.5) at 6 months (p<0.001). 
Pain relief was achieved in 72.6% (n=82) of patients (43 
complete, 39 partial), with 90.3% reporting reduced pain. 
Both the PANQOLI and SF-12 PCS scores improved 
(p<0.001). A multivariable analysis showed that longer 
duration of symptoms (OR 0.947 [0.897-1.000], p = 0.045) 
and ‘opioids prior to surgery’ (OR 3.161 [1.036-9.643], p = 
0.043) were associated with less pain relief after 6 months. 
Conclusion: This prospective pan-European study found 
low morbidity and mortality rates, good pain relief, and 
improved quality of life following surgery for chronic 
pancreatitis and confirmed the need for earlier patient 
referral.
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Introduction: Intraductal papillary mucinous neoplasms 
(IPMNs) are precursors to pancreatic ductal adenocarci-
noma (PDAC), a lethal cancer due to late detection and 
rapid progression. Previous exome and target sequencing 
studies have shown distinct mutations in the same genes, 
suggesting independent evolutionary pathways within the 
same lesion. This study aims to perform a comprehensive 
whole-genome, including copy number (CNVs) and 
structural (SVs) variants, and transcriptomic analysis of 
IPMNs to understand the molecular evolutionary patterns 
that underlie IPMN heterogeneity and progressions to 
invasive carcinoma.

Design: We conducted multi-region whole-genome and 
-transcriptome sequencing on multiple samples from 11 
surgically resected IPMN. Phylogenetic trees were 
constructed to trace the clonal evolution during IPMN 
progression. Mutational signatures and SVs were identified 
and integrated with subclonal architecture, histological 
features and transcriptomic profiles to understand the 
molecular dynamics of IPMN progression.
Results: Two distinct evolutionary trajectories were 
identified: one driven by a single ancestral clone and 
another involving multiple independent ancestral clones, 
potentially affecting PDAC onset. No shared CNVs or SVs 
were identified among independent clones, even in high-
grade lesions within the same IPMN. Structural variants 
contribute significantly in clonal progression, contributing 
to new subclones emergence. Distinct gene expression 
profiles and immune landscape variations were observed, 
correlating with the different stages of IPMN progression. 
Conclusion: This study reveals the complex genomic 
dynamics of IPMN clonal progression, highlighting the 
role of structural variations and underscoring the need to 
refine early detection and treatment strategies.
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