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  Dear Editor,  
 We have read with great interest the pa-

per “Effect of Caffeine Intake on Postope-
rative Ileus: A Systematic Review and Me-
ta-Analysis and Muscle Breakdowns” by 
Gkegkes et al.  [1] , and we found his manus-
cript of importance with a view to clinical 
prevention. The paper reviewed the availa-
ble evidence concerning the postoperative 
administration of coffee in enhanced reco-
very in the postoperative period. They con-
cluded that the use of coffee can change the 
way to enhance recovery after surgery. 

 With reference to the findings reported 
in the paper, we would like to make the 
following contribution to the discussion. 
Caffeine exerts several effects both on car-
diovascular and gastrointestinal systems 
 [2] . Caffeine seems to have anti-inflamma-
tory consequence mediated by antagonis-
tic effects on A2A receptors on immune 
cells, such as T and B cells and macropha-
ges  [3–5] . In addition, studies in human 
and animal cell models showed a decrea-
sed production of the principal proin-

flammatory cytokines when treated with 
caffeine. Coffee is considered to be the 
world’s most widely consumed pharmaco-
logical substance. More than 90% of Uni-
ted States adults report consuming caffei-
ne on a daily basis. 

 Coffee contains many different compo-
nents other than caffeine, that is, phenolic 
antioxidants principally of chlorogenic 
acids (CGAs). Coffee polyphenols possess 
anticarcinogenic and antihypertensive 
properties, as well as hypoglycemic and 
hypolipidemic effects  [2, 3] . CGAs acts as 
nutraceutical and food additives, making 
such molecules good candidates for the 
formulation of dietary supplements and 
functional foods  [5, 6] . Coffee consump-
tion has also been associated with high lon-
gevity and a low incidence of various dege-
nerative and nondegenerative diseases in 
epidemiological studies  [2, 4] . Regarding 
the bioavailability of CGAs, approximately 
one-third of the ingested amount via coffee 
consumption can be absorbed in the hu-

man gastrointestinal tract and metabolized 
 [2, 5] . 

 Gkegkes et al.  [1]  referred that patho-
physiology concerning postoperative ileus 
is poorly defined and dependent on a mul-
titude of factors; the most important of 
which are inflammation, the effects of sur-
gical manipulation, administration of 
opioids, autonomic dysfunction, and dere-
gulation of the gastrointestinal hormone 
activity and electrolyte fluctuations. Caf-
feine acts positively on inflammation and 
promotes nitric oxide synthesis in the en-
dothelium by the release of Ca from the 
endoplasmic reticulum through activation 
of the ryanodinesensitive Ca2 channel and 
the suppression of cyclic guanosine mo-
nophosphate degradation in the isolated 
rat aorta, resulting in the caffeine-induced 
augmentation of endothelium-dependent 
vasodilatation. Caffeine effects vary among 
individuals. An important contributor to 
variability relates to the fact that indivi-
duals habituate and become tolerant to 

HENSSLEA
Textfeld
Please confirm that authors' names and initials have been identified correctly.

HENSSLEA
Durchstreichen

annavittoriamattioli
Nota
Ca2

annavittoriamattioli
Nota
AV (given name) Mattioli (surname); M (given name) Nasi ( Surname); A (given name) Farinetti (surname); R (given name) Gelmini (surname)





 Mattioli/Nasi/Farinetti/Gelmini Dig Surg2
DOI: 10.1159/000499198

many of its physiological effects. Nonhabi-
tual coffee consumers do not develop tole-
rance thereby typically experiencing the 
compound’s effects at lower levels of die-
tary intake when consumed. Clinically, the 
postoperative administration of coffee re-
duces time to first bowel movement  [1, 4, 
7] . This has important clinical and econo-
mic consequences in major abdominal 
surgery  [7] . Caffeine, in moderate daily 
doses of 300 mg, or 3 cups of coffee, 
appears to be safe and harmless for healthy 
adults  [2] . 

 It can be concluded that the use of cof-
fee in the postoperative Ileus can be useful 
and safe. 
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