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Pancreatic ductal adenocarcinoma (PDAC), the most common form of pancreatic
cancer, is the third leading cause of cancer-related deaths. Because of late
diagnosis and a lack of effective therapies, it is necessary to understand the
molecular pathology in the context of predisposing conditions. Pancreatitis is a
typical example of a predisposing condition that induces dedifferentiation of
pancreatic acinar cells, with activation of embryonic markers reminiscent of duct
cells, making them susceptible to tumour development.

This PhD project aimed at understanding this first step in pancreatic
tumorigenesis by studying dedifferentiated acinar cells both in human and
mouse adult pancreas and during embryonic development of the mouse
pancreas. Specifically, the first objective was to uncover the difference in
transcriptional expression profile between dedifferentiated (duct cell-like) acinar
and native duct cells and to identify a transcription factor, MECOM, uniquely
expressed in dedifferentiated acinar cells that had priority for further
investigation in the context of tumor development; the second objective was to
characterize this specific transcription factor in the context of acinar
dedifferentiation and pancreatic tumor formation and the third objective to study
the priority transcription factor in pancreatic embryonic development. Loss of
MECOM resulted in a distinct phenotype with impaired cell adhesion, more
prominent cell death and suppressed acinar cell dedifferentiation by limiting ERK
signaling, but its role seemed redundant during embryonic development of the
pancreas. Together, this gives us more insight in the early steps that facilitate

tumor formation.

Elyne obtained her Master degree of Biomedical Sciences at the University
of Antwerp, after performing a research internship at the Laboratory of
Molecular Parasitology at i3s Institute in Porto, Portugal. Her master thesis
described the implementation of CRISPR/Cas9-mediated gene editing and
luciferase-based in vivo imaging of the protozoan parasite Leishmania
infantum.

In November 2016, she started her PhD in Medical Sciences at the
Laboratory of Medical and Molecular Oncology. Under the supervision of
Prof. dr. Ilse Rooman and Prof. dr. Isabelle Houbracken, she focused on
the characterization of a transcription factor in the context of pancreatic
acinar cell (de)differentiation using different in vitro and in vivo human and
mouse experimental models. During her PhD project, she published in
international high-impact journals and presented her work at several
(inter)national symposia. In January 2020, she performed a research
internship at the Centre for Stem Cell and Regenerative Medicine at King’s
College London for which she was granted an FWO travel grant. During her
PhD trajectory, she was also a member of the Ethical Committee for
Animal Experimentation and received a Prijs Kankeronderzoek granted by
the Oncology Research Centre of the VUB in 2020.



