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Abstract
[bookmark: OLE_LINK1515][bookmark: OLE_LINK1516]The present letter to editor is related to “Cui WQ, Wang ST, Pan D, Chang B, Sang LX. Caffeine and its main targets of colorectal cancer. World J Gastrointest Oncol 2020; 12(2): 149-172 [DOI: 10.4251/wjgo.v12.i2.149]”.
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[bookmark: OLE_LINK1517][bookmark: OLE_LINK1518]Core tip: In this letter we contribute to discussion on “Caffeine and its main targets of colorectal cancer”. We evaluated the impact of espresso coffee intake in patients with colorectal cancer and we analyzed gender differences. The hypothesis is that espresso coffee adds some antioxidants substances that contribute to total antioxidants in a healthy diet. We explore a Mediterranean population that has a diet rich in antioxidants, with high intake of fruit and vegetables. 


TO THE EDITOR
We have read with great interest the paper “Caffeine and its main targets of colorectal cancer” by Cui et al[1] and we found their conclusion of importance for clinical prevention. They review the biological effects of caffeine and summarize the association between colorectal cancer and caffeine. They concluded that the majority of studies support the hypothesis that caffeine has a protective effect on colorectal cancer. However, because quantity of caffeine in caffeine-containing drinks is difficult to standardize, epidemiological studies in humans cannot draw consistent conclusions. With reference to the data reported in the manuscript by Cui et al[1], we would like to make a contribution to the discussion.  
Lifestyle and nutrition strongly influence the development and prognosis of colon cancer[2]. Specifically, Mediterranean diet has been associated with a low incidence of digestive tract cancer. The Mediterranean diet is a healthy and sustainable Diet, characterized by high intake of polyphenols. Coffee contributes to total polyphenols in the diet. Specifically, the espresso coffee is the most popular kind of coffee in Mediterranean countries[3,4]. The concentration of antioxidants varies according to coffee preparation (mocha, percolated, espresso, filtered) and to the composition of coffee (i.e., Arabica). Both these factors influence the bioavailability of antioxidants compounds. High antioxidants intake is an important tool in the prevention of atherosclerosis both in men and women and also prevents the onset of atrial fibrillation[5,6].
[bookmark: OLE_LINK1511][bookmark: OLE_LINK1512][bookmark: _GoBack]Similarly to what described by Cui et al[1] for caffeine, also the beneficial effects derived from polyphenols appear to be mediated by several biochemical pathways and signalling mechanisms acting either independently or synergistically. Oxidative stress plays a dominant part in the causation of carcinogenesis. We also would like to suggest that there is a difference between men and women in carcinogenesis mediated by oxidative stress. In animal studies, oxidative stress seems to be higher in male than female. In individuals, the biomarkers of oxidative stress are higher in young men than in women[6,7]. We are evaluating the difference in caffeine intake between men and women with colon cancer. The study is ongoing. Preliminary data were collected using a self-administered food frequency validated questionnaire[8]. Caffeine consumption was specifically estimated as: Number of cups of coffee, type of coffee (espresso, American, decaffeinated, cappuccino), caffeinated soft drinks (i.e., cola, energy drinks), tea (number of cups, quality of tea, duration of infusion), and number of chocolate snacks usually consumed. We estimated caffeine intake as 1 cup of espresso coffee = 90 mg, 1 cappuccino = 110 mg, 1 cup of American coffee = 160 mg, 1 can of cola soda = 42 mg, 1 can of energy drink according to manufacturer indications and one chocolate snack about 6 mg.  Mediterranean population are used to drink espresso coffee (98% of our population) and/or cappuccino leading to homogenous caffeine estimation[8]. We also collect data on changes in lifestyle occurred after diagnosis of colon cancer. 
The paper by Cui et al[1] deeply analysed the pathways linked to caffeine intake, considering that coffee is the most popular caffeinated drink we could hypothesized that anti-oxidants and caffeine play synergistically. Coffee contains many components other than caffeine, i.e., phenolic antioxidants principally of chlorogenic acids. Coffee polyphenols have anticarcinogenic properties, as well as antihypertensive, hypoglycemic and hypolipidemic effects[7,9]. Chlorogenic acids act as nutraceutical and food additives, making such molecules good candidates as a component of healthy diet[9].
We agree with Cui et al[1] that additional studies, preferably prospective and interventional, are needed in order to investigate the mechanism of caffeine’s effects on colorectal cancer, with a focus on differences between men and women. It is quite difficult to perform an interventional study on food and/or beverages, however evaluation of specific biomarkers would help to get useful information on differences between men and women. 
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