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Summary: Colorectal cancer (CRC) is considered among the most lethal malignancies globally after lung
and breast cancer, with a notable increase in its incidence and mortality rates. Current chemotherapies are
faced with several adverse side effects, mainly lack of selectivity. Thus, novel natural compounds are now
presented as potential alternatives, not only for CRC treatment, but also for its prevention. Likewise,
synthetically designed flavonoids are also suggested as plausible alternatives with potency against CRC. EA,
for instance, is a medicinal plant well known for flavonoids abundance in its flowers and its therapeutic
potential. Likewise, chalcones, a class of flavonoids, seems to possess promising anti-cancerous effect. we
herein explored the outcome of the aqueous EA extract and newly designed and synthesized chalcone
analogs (DK13 and DK14) and their underlying mechanisms of action in vitro and in vivo using the CRC cell
lines and the Drosophila melanogaster model for CRC, respectively. Collectively, our study findings
demonstrate an apparent anticancer effect of EA extract and chalcone compounds on CRC, presenting EA,
Dk13, and Dk14 as promising candidates for future development as chemotherapeutic agents.
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