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Dear Sir,

It is with great interest that I read the results of the study
performed by Parnasa et al. [1], which evaluated the safety
and efficacy of orally administered caffeine citrate in patients
undergoing abdominal surgery.

While the paper confirmed the beneficial effect of caffeine
on postoperative gastrointestinal motility, I would like to
hypothesize that the results could have been optimized by
a simple modification of the drug administration schedule.
It is well-known fact that any pharmacological compound
exerts its most potent pharmacologic effect after achieving
a steady-state concentration. The 50% of the steady-state
concentration is reached after one half-life (¢,/,), 75% after
two t,/,, and over 90% after four #,,, [2]. The mean serum
caffeine half-life for the orally ingested caffeine solution in
healthy subjects equals 5.7 h [3]. Therefore, most of the
patients in the study will have reached the steady state
approximately 23 h after dosing initiation. Thus, the rela-
tively modest effects observed by the authors could have
been more pronounced if the caffeine “loading” was initiated
prior to hospital admission and continued as described in the
study protocol. This hypothesis might be worth taking into
account, while further exploring the effects of caffeine in
enhanced recovery after surgery protocols.

Additionally, based on the information in the paper, it is
not clear whether both treatment arms were balanced with
respect to the administration of nonsteroidal anti-inflamma-
tory drugs (NSAIDs) as a part of postoperative analgesia.
This confounding factor is especially important in the light
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of the ketorolac effect on the enhancement of normal bowel
function recovery after surgical intervention. Stratification
according to whether the patients have or not have taken
NSAIDs as analgesics could have potentially taken care of
the variable.
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