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 Abstract 

Colorectal cancer constitutes one of the main causes of cancer death worldwide. The aim of this work was to determine the 

potential of a supercritical fluid rosemary extract (SFRE), recognized as a healthy component by the European Food Safety 

Authority (EFSA), as an adjuvant approach to synergize with chemotherapy and avoid resistance. SFRE was assayed for 

antitumoral properties alone and in combination with one ofthe most used chemotherapeutic agent in colorectal cancer, 5-

fluorouracil (5-FU). Additionally, colon cancer cells resistant to 5-FU were used to assay the effects of SFRE on drug 

resistance, and a genomic approach was followed to ascertain the mechanism by which SFRE potentiates the effect of 5-FU. 

Our results show that SFRE displaysspecific and dose-dependentantitumor activities, exerts a synergistic effect in 

combination with 5-FU, andsensitizes 5-FU-resistant cells to the therapeutic activity of this drug by modulating the 

expression of key enzymes involved in 5-FU metabolization. 
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