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This is an excellent review that summarizes the potential effects of caffeine and the
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involved mechanisms on coco-rectal cancer. However, the authors have overlooked an
important aspect of caffeine: Due to its ability to increase intracellular cAMP, caffeine
enhances the downstream effects of beta-adrenergic receptors that are coupled to the
stimulatory G-protein Gs which increases cAMP by activating adenylyl cyclase. There
are numerous reports in the literature that beta-adrenergic receptor signaling in response
to their physiological agonists epinephrine and norepinephrine or in response to
psychological stress that increases the systemic levels of these stress neurotransmitters

stimulate the growth and angiogenesis of coal-rectal cancer. These aspects and the
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stimulatory effects of caffeine on these pathways need to be added to the review.
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In this review article,
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Cui et al. review the molecular mechanisms implicated in the influences of caffeine on
colorectal cancer and intestinal homeostasis, including the modulation of gut microbiota.
This review has encompassed the various aspects of the interactions between caffeine
and the colon and presents nicely with delicate figures. There are, however, some issues
to be clarified: Major comments 1. Fig.3 shows that caffeine only blocks the action of
PDE and reduces the synthesis of 5-AMP without influencing the main pathways
(cAMP AKt, ERK, p38MAPK....... ) that promotes the carcinogenesis of colorectal
cancer cells. 2. Likewise, the presentation of Fig.4 may mislead the readers to feel that
caffeine is “promoting” the progression of colorectal cancer cells via the substances
shown in this figure. 3. Please adjust the Fig.5, because it may also mislead the readers
to feel that caffeine positively regulates TGF-$, EGFR...... then promotes the growth of
colorectal cancer cells. Minor comments 1. Please delete “........ according to this article”
at the end of figure legend 5, because this is a review article based upon the previous

literature, but not an original article with novel findings.
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Targets of Colorectal Cancer.
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