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INTRODUCTION AIMS

The aim of the present study is to investigate in vitro the effects of a mixiure of
two pancreatic pro-enzymes, i.e., Chymotrypsinogen and Trypsinogen (PRP), on
the growth, migration, angiogenic potential differentiation and epithelial-
mesenchymal transition (EMT) characteristics of ovarian, colon and pancreatic
human cancer cell lines.

Tumour metastasis represents a major cause of cancer related deaths. Cell detachment,
migration and Invasion of the surrounding fissues are key events Iin this process.
Consequently, there is an urgent need to develop new therapeutic approaches to freat
metastatic cancer. Previous research has suggested a utility of pancreatic (pro)enzymes
in cancer treatment. These observations started on 1960s when John Beard observed that
fresh pancreatic juices inhibited cancer growth in vitro
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Cell Differentiation

Caco-2 and Panc]l cells treated with (pro)enzymes exhibit
lineage-specific differentiation
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showing highly confluent
monolayers of untreated (a and
d) and treated (b, ¢, e and f)
Caco-2 cells. Scanning electron
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Epithelial marker expression in Caco-1, Panc1 and OE33 cells tfreated with
(pro)enzymes. Cell surface E-cadherin and pB-catenin expression was detected (in
green) in fixed and permeabilized cells, respectively. The images show the
membrane distribution of these markers. The original magnification was 40 x for

all the panels, except b, e, h, k, n and g (63 x|
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untreated (a,b) and
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Panc1 cells (d-h).
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Real-time PCR analyses of EMT gene expression in OE33, Pancl and Caco-2 cells.
Gene expression is shown as fold change relative 1o con’rrol\‘cells cultured in medium
without (pro)enzymes (ctl) normalized to 1.0. Data are shown @ ds overoge + SD (n=3)
from at least 2 independent experiments

CONCLUSION

Our results show that the treatment of human cancer cell lines with pancreatic (pro)enzymes results in an enhancement of cell adh\ésion
an aitenuation of several EMT-associated markers, and an increase in the expression of several differentiation-associated mquers
suggesting the acquisition of a less malignant phenotype and a decrease in proliferative capacity due to lineage specific cellul\lr
differentiation. Furthermore, the ireatments showed inhibition of angiogenesis when proven on HUVEC cells by matrigel-based iube\

formation.
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