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EXPECT THE UNEXPECTED. UNUSUAL PATHOLOGY FINDINGS FROM 
ROUTINE POLYPECTOMY. A REVIEW OF SUBMUCOSAL GI LESIONS

O. Adesina; Department of Medicine, University of Saskatchewan, 
Saskatoon, SK, Canada

Background: Granular cell tumours (GCTs) are rare benign submucosal neoplasms. 
They most commonly arise from neural or Schwann cells. While GCTs are fre-
quently encountered in the oral cavity, skin, and breast, gastrointestinal involve-
ment remains a clinical rarity. This case series highlights the incidental detection 
of GCTs during routine colonoscopy. In this setting, we provide insights into the 
diagnostic challenges and management approaches for such submucosal lesions.

Aims: To present a case series of two patients with incidentally discovered GCTs 
during routine colonoscopy, discuss the diagnostic and management strategies for 
GCTs, and offer a review of current literature with implications for clinical practice.

Methods: We present two cases of GCTs identified during routine colonoscopic 
polypectomy. The clinical presentations, diagnostic processes, and management 
strategies were analyzed using the existing literature. Particular focus was given 
to the challenges of identifying submucosal lesions in the gastrointestinal tract 
and determining appropriate follow-up care based on histopathological findings.

Results: The first case is a 75-year-old man who underwent a colonoscopy after a 
positive fecal immunochemical test (FIT), with normal physical and laboratory find-
ings. Multiple polyps were identified, and histopathology confirmed a GCT in the 
cecum. The patient was asymptomatic, and a surveillance colonoscopy was scheduled.
The second case is a 74-year-old woman who was referred to gastroenterology 
after a positive FIT. She was asymptomatic, with normal physical and laboratory 
findings. Initial colonoscopy revealed two resected polyps. A follow-up colon-
oscopy a year later identified three additional polyps, one of which was a GCT. 
Surveillance colonoscopy was advised in four years.
GCTs of the gastrointestinal tract are rare, most commonly found in the distal esophagus 
(about 60%). Typically submucosal, they rarely invade the mucosa or muscularis propria. 
Other notable subepithelial lesions include gastrointestinal stromal tumours (GISTs), 
leiomyomas, lipomas, ectopic pancreatic tissue, and neuroendocrine tumours. Unlike 
GCTs, GISTs and leiomyosarcomas are more often malignant. Endoscopic, radiologic, 
and endosonographic assessments assist in the risk stratification of subepithelial lesions, 
with one study demonstrating these features having a 92.9% specificity for detecting 
GISTs. Histology remains crucial for confirmation of diagnosis. Management of benign 
GCTs may involve endoscopic resection or surveillance, whereas malignant cases may 
require more extensive treatment, including adjuvant chemotherapy or radiotherapy.
Conclusions: GCTs are rare findings in gastrointestinal pathology. Treatment in-
volves resection or close surveillance. Further research is needed to refine optimal 
diagnostic and therapeutic approaches for these uncommon neoplasms.
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DE NOVO CROHN’S DISEASE FOLLOWING ORTHOTOPIC LIVER 
TRANSPLANTATION IN A PATIENT WITH PRIMARY SCLEROSING 
CHOLANGITIS: A CASE REPORT

A. Bello, N. Samad; University of Saskatchewan, Saskatoon, SK, Canada

Background: Primary sclerosing cholangitis (PSC) is strongly associated with inflam-
matory bowel disease (IBD), most commonly ulcerative colitis, with up to 80% of 
PSC patients developing IBD during their lifetime. However, the development of de 
novo Crohn’s disease following orthotopic liver transplantation (OLT) is rare, com-
plicating both immunosuppressive management and long-term patient outcomes.
Aims: The aim of this study is to report a rare case of de novo Crohn’s disease 
post-OLT in a PSC patient, exploring their presentation, the role of tacrolimus 
in its development and highlighting successful management with vedolizumab.

Methods: We conducted a retrospective case analysis of a 44-year-old female pa-
tient who underwent OLT in 2021 for PSC-related decompensated cirrhosis. Prior 
to the transplant, the patient had no history of IBD, and a screening colonoscopy 
revealed normal colonic mucosa, although histological analysis indicated proc-
titis. Approximately two years post-OLT, while on the immunosuppresive agent 
tacrolimus, the patient developed new gastrointestinal symptoms, including abdom-
inal pain, diarrhea, tenesmus, and nocturnal bowel movements. Diagnostic evaluation 
included endoscopic assessment and histopathological analysis of biopsy samples.
Results: Endoscopic examination revealed inflammation characterized by ileitis 
and left-sided colitis. Histopathology confirmed a diagnosis of de novo Crohn’s 
disease. The patient’s clinical course was complicated by the need to balance her 
immunosuppressive therapy with treatment for Crohn’s disease. Vedolizumab, a 
gut-selective biologic agent targeting the α4β7 integrin, was initiated alongside 
her existing immunosuppressive regimen. Over the course of treatment, the pa-
tient demonstrated significant clinical improvement, with a marked reduction in 
abdominal pain and diarrhea, as well as an overall improvement in quality of life.
Conclusions: The development of de novo Crohn’s disease in patients with PSC fol-
lowing OLT, though rare, presents a complex clinical challenge. Immunosuppressive 
agents, particularly tacrolimus, may play a contributory role in the pathogenesis of 
de novo IBD, though the precise mechanisms remain unclear. Early diagnosis and 
intervention with targeted therapies, such as vedolizumab, are critical in managing 
IBD in this population, as they allow for effective control of gastrointestinal inflam-
mation while maintaining necessary immunosuppression. This case underscores 
the importance of vigilant surveillance in post-OLT patients to ensure timely inter-
vention. Further research is warranted to elucidate the underlying risk factors and 
optimize therapeutic strategies for de novo IBD in the post-transplant setting, par-
ticularly in PSC patients who may be at increased risk.
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CLINICAL MANAGEMENT OF PATIENTS WITH COLORECTAL 
INTRAMUCOSAL CARCINOMA COMPARED TO HIGH-GRADE DYSPLASIA 
AND T1 COLORECTAL CANCER

E. Medawar1, R. Djinbachian2, D. Rex3, M. Vieth4, H. Pohl5,  
I. Popescu Crainic2, M. Taghiakbari2, P. Marques6, D. Kaufman2, F. Huang2, 
D. von Renteln2; 1University of Ottawa, Ottawa, ON, Canada; 2Universite 
de Montreal, Montreal, QC, Canada; 3Indiana University School of 
Medicine, Indianapolis, IN; 4Friedrich-Alexander-Universitat Erlangen-
Nurnberg, Bayreuth, Bayern, Germany; 5White River Junction VA Medical 
Center, White River Junction, VT; 6McMaster University, Hamilton, ON, 
Canada

Background: In the colorectum, intramucosal carcinoma (IMC), like high-grade 
dysplasia (HGD), should be resected endoscopically.
Aims: We were interested to understand how real-world treatment of IMC cases 
compares to the management of HGD and T1 colorectal cancer (CRC).
Methods: A multicenter retrospective cohort study was conducted. Through pathology 
databases, all patients diagnosed between 2010 and 2019 with HGD, IMC or T1 CRC 
were identified. Pathology and endoscopy reports were verified for HGD, IMC or 
T1 CRC polyps. The primary outcome was the proportion of surgical management 
of IMC compared to HGD and T1 cancer. Secondary outcomes were the adjusted 
odds ratios (OR) for surgical management, proportions of synchronous advanced neo-
plasia, and adjusted hazard ratios (HR) for metachronous advanced neoplasia.
Results: We identified 455 patients with follow-up endoscopy and pathology (mean 
age 67.1y, 42.2% female, median follow-up 3.4y): 269 with HGD, 60 with IMC, 
126 with T1 CRC. Compared to patients with HGD, patients with IMC were sig-
nificantly more likely to receive a CT of the abdomen despite a complete endoscopic 
resection (52.6% vs 13.2%, p<0.001). Surgery rates were 15.2% for HGD, 36.7% 
for IMC and 84.1% for T1 CRC (p<0.001). When evaluating reasons for surgery, 
patients with IMC were more likely to undergo unnecessary surgery after a complete 
endoscopic resection compared to patients with HGD (22.7% of surgical resection 
reasons in IMC group vs 0% in HGD group, p<0.001). After adjusting for select 
factors potentially affecting the decision for surgical management and that differed 
between groups (age, family history of CRC, lesion location, size and morphology, 
multiplicity of synchronous lesions, colonoscopy indication/context), the adjusted 
odds of surgery remained significantly higher in patients with IMC compared to HGD 
(OR 2.62 [1.18-5.85]). Proportions of synchronous advanced neoplasia were 24.2% 
for HGD, 26.7% for IMC and 25.4% for T1 CRC (p=0.908). The proportion of 
metachronous advanced neoplasia was 26.8% in the HGD group, 18.3% in the IMC 
group and 20.6% in the T1 CRC group (p=0.227). Compared to HGD, patients with 
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IMC and T1 CRC had similar adjusted metachronous advanced neoplasia risks (re-
spectively, HR 0.82 [0.43-1.59] and HR 1.16 [0.66-2.05]). No lymph nodes were 
positive (0/363) and no metastasis occurred among patients with IMC.
Conclusions: Patients diagnosed with colorectal IMC are more likely to receive 
imaging and surgery than when HGD is diagnosed, although they are not at in-
creased risk of synchronous advanced neoplasia, metachronous advanced neo-
plasia, lymph node involvement or metastasis. Labeling colorectal lesions as IMC 
is associated with unnecessary surgical resections.
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METHYLGLYOXAL (MGO) AS A SUBSTRATE FOR LACTYLATION IN 
ESOPHAGEAL SQUAMOUS CELL CARCINOMA

M. Hamilton, J. Douchin, M. Fréchette, V. Giroux; Universite de 
Sherbrooke, Sherbrooke, QC, Canada

Background: Esophageal squamous cell carcinoma (ESCC) is deadly with a 5-year 
survival rate of only 15%. With frequent relapse observed in patients, it is known 
that exposure to treatment can select for certain types of cells known as cancer stem 
cells (CSC). Considering that, our laboratory established ESCC cell lines with pro-
longed exposure to anticancer treatments (radiotherapy, 5-FU chemotherapy and 
combined therapy). As expected, long-term anticancer treatments result in an in-
crease in CSC proportion. Moreover, metabolic alterations were observed, such as 
enhanced intracellular lactate concentration. Since 2019, lactate has been linked to 
a new post-translational modification (PTM) called lactylation. This PTM can affect 
protein-protein interaction or gene expression regulation but little is known about 
lactylation in ESCC. In addition to lactate, methylglyoxal (MGO), mainly produced 
through glycolysis, can also be used as a substrate for this type of modification.
Aims: Investigate the role of lactylation in ESCC.
Methods: Three ESCC cell lines (TE11, TE5 and HCE4), an immortalized normal 
esophageal cell line (STR) and esophageal organoids derived from a chemically-
induced ESCC mouse model were used. Cells were treated with lactate or MGO 
to increase lactylation. Lactylome was determined by mass spectrometry of pep-
tides pulled down using L-lactyllysine (KLA) beads. Western blot (WB) and im-
munofluorescence (IF) were also performed with KLA specific antibodies.
Results: ESCC and normal cell lines are more sensitive to MGO than lactate 
to induce lactylation. Interestingly, when compared to normal samples, tumor 
organoids and ESCC cell lines show increased Glo1 and LDHA expression, 2 con-
version enzymes important to produce lactylation substrates. Lactylome analysis 
of TE11 cells treated or not with MGO showed an increase in several lactylated 
proteins such as ACTB and CTNNA1. Treatment with MGO also modulated en-
richment in biological processes, shifting from hits related to chromatin assembly 
and mRNA regulation to metabolic processes such as RNA, peptides and glyco-
lytic metabolic processes. Interestingly, the predicted localization of proteins was 
more cytosolic in MGO-treated cells vs untreated, which was more nuclear. IF 
with a KLA antibody confirmed those predictions. Finally, lactylation can occur 
on multiple lysines of proteins. For example, lactylation could be detected on 
21 and 16 lysines for NCL or HISTH1B, respectively. Interestingly, lactylation 
could be detected up to 5 times on the same peptides, for example on CHD5 and 
CNGA1, which could severely affect the function of that protein domain.
Conclusions: Our results showed that esophageal cells are sensitive to MGO as a sub-
strate of lactylation and that MGO can induce the lactylation of proteins located in 
the cytoplasm, hence the difference in localization and associated biological processes.
Funding Agencies: CAGCIHR, TRIANGLE, Chaires de recherche du Canada, 
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DEVELOPMENT OF COLON CANCER MODELS TO STUDY 
THE INTERACTION BETWEEN CANCER STEM CELLS AND THE 
MICROENVIRONMENT

M. G. Sedeuil, E. Grenier, V. Giroux; Department of Immunology and 
Cell Biology, Faculty of Medicine and Health Sciences, Université de 
Sherbrooke, Sherbrooke, QC, Canada

Background: Colon cancer is the 2nd deadliest cancer worldwide. The main 
treatment combines surgery with 5-fluorouracil (5-FU) chemotherapy. However, 
the number of relapses remains frequent due to a loss of sensitivity to treat-
ment, known as chemoresistance. Over the last decades, studies have highlighted 
the importance of two tumoral components: cancer stem cells (CSC) and the 
microenvironment. CSC are tumor cells characterized by their enhanced capacity 
for self-renewal, potency and resistance to anti-cancer treatments. The micro-
environment, for its part, comprises all components surrounding the tumor cells 
including cancer-associated fibroblasts (CAF). While their respective importance 

in resistance has been studied, it is important to better understand their inter-
actions during resistance and how this could affect their respective functions.
Aims: Identify the specific changes occurring in CSC and the impact of their inter-
action with CAF during the induction of 5-FU resistance in colon cancer.
Methods: To achieve this goal, we established a model of colon cancer organoids 
resistant to 5-FU.
Results: First, we validated that the parental organoids maintained their expected cellular 
heterogeneity. Indeed, the presence of proliferative cells (Ki67+) and CSC (ALDH1+) 
was confirmed by immunofluorescence. We also confirmed that they are sensitive to 
5-FU by assessing cell survival using a WST1 assay. With a baseline IC50 of 7µM, we 
concluded that they can be used to generate a 5-FU resistant line. To induce 5-FU re-
sistance, we performed cyclic treatments to mimic clinical reality using a 5-FU dose 4-5 
times greater than the baseline IC50. Resistance is currently being validated by WST1 
assay to compare IC50. Second, our initial findings indicate that the conditioned media 
of CAF cultures reduce the sensitivity of parental organoids to 5-FU, highlighting the 
necessity for further exploring the interaction between these two tumor components.
Conclusions: In summary, our preliminary results suggest that the interaction 
between tumor cells and CAF influences the sensitivity to chemotherapy. We are 
currently investigating the interaction between CAF and CSC with secretome 
and surfaceome analysis. Additionally, we are investigating the phenotypic and 
transcriptomic changes occurring specifically in CSC isolated from resistant 
organoids. Ultimately, the aim of this project is to enhance our understanding of 
the changes required for resistance, paving the way for new targeted therapies.
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CHARACTERIZATION OF COLORECTAL NEOPLASIA IN PEOPLE WITH 
LYNCH SYNDROME

K. Al-Bayati1, K. Brar1, H. Rothenmund2, B. Chordiker2, J. Stone1, C. Kim1, 
H. Singh1; 1Department of Internal Medicine, Max Rady College of 
Medicine, University of Manitoba, Winnipeg, MB, Canada; 2Department 
of Biochemistry and Medical Genetics, Max Rady College of Medicine, 
University of Manitoba, Winnipeg, MB, Canada

Background: Lynch syndrome (LS) is an autosomal dominant condition that is asso-
ciated with germline variants in the MLH1, MSH2, MSH6, or PMS2 genes or a de-
letion in the EpCAM gene which inactivates MSH2. LS is the most common cause of 
hereditary colorectal cancer (CRC), accounting for 3% of all new diagnoses. In 2017, 
Manitoba implemented an initiative where all CRC biopsy and surgical specimens 
for patients ≤ 70 years of age are screened for LS through mismatch repair immuno-
chemistry. If confirmed to have LS, cascade testing is offered, and systematic evidence-
based screening is recommended. Recent hypotheses suggest alternative pathways of 
development of CRC in LS, with variation by affected gene. Guidelines recommend 
delaying onset of screening colonoscopy to age 30-35 for those with MSH6 and 
PMS2 mutations. However, there are limited contemporary data on pre-CRC lesions 
in LS, including any differences according to impacted gene. Lower rate of CRC in 
young persons with MSH6/PMS2 may be related to removal of pre-CRC lesions
Aims: The objective of this study is to characterize colorectal lesions among a 
population-based cohort of LS individuals
Methods: The database of individuals with pathogenic/likely pathogenic (P/LP) 
LS gene variants in Manitoba is augmented with colonoscopy data and patho-
logical findings. We report descriptive statistics to describe the neoplastic lesions 
(pre-CRC lesions and CRC) in those with LS with data stratified by gene type. 
Prevalence estimates among individuals with LS without CRC amongst those 
with advanced CRC precursor lesions was reported. Advanced CRC precursor 
lesions are defined as either ≥1 cm in size, villous/tubulovillous histology, high 
grade dysplasia, or serrated polyps with dysplasia
Results: A total of 482 people with LS were analysed (33.9% males). 198 in-
dividuals with LS had documented CRC, of which 28.3% were in the cecum. 
Prevalence of advanced CRC precursors was 9/81 in people with MSH6 muta-
tion, 18/102 with MLH1 mutation, 16/112 with PMS2 mutation, and 30/136 
with MSH2 mutation. Median age at diagnosis of advanced CRC precursors was 
56-years with average polyp size of 16.5 mm. 1/8 individuals under the age of 35 
years old at the time of the colonoscopy in the MSH6 group had advanced CRC 
precursors, compared to 1/25 of individuals in the PMS2 mutation group. There 
were no CRC diagnosed below the age of 35 in the PMS2 and MSH6 groups
Conclusions: This population-based study is characterizing neoplastic lesions 
in individuals with LS highlighting the distribution of these lesions according 
to gene variants. The data analysis thus far raises concerns on the recent 
guidelines recommendations to increase the age of onset of colonoscopy sur-
veillance to 35 years old in those with PMS2/MSH6 mutation; those recom-
mendations did not consider the effect of removal of CRC precursors on 
CRC occurrence
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