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election?Caffeine exposure alters the pain
responsiveness of patients with sickle cell disease.

Pain is one of the most significant complaints of
persons with sickle cell disease (SCD), but its
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underlying neurobiological mechanism is poorly
understood. Adenosine signaling, which mediates

hypoxic pain, has been shown to be upregulated in
SCD. In the present study, caffeine is reported to

reverse adenosine's mediatory effect through
adenosine A2A receptor antagonism and thereby

attenuate pain signaling. However, caffeine is a well-
known psychoactive drug that may alter mood,

attention, and other cognitive processing, and most
data are based on healthy, nonpainful individuals. This

study examined the effect of the administration of
caffeine in 4 SCD patients who are dependent on

opioid analgesics. Experimental pain was assessed via
pressure pain threshold (PPT) and tolerance threshold
(PTT), as well as a cold pressor test, before and after
the administration of four doses of caffeine (200 mg,
400 mg, 600 mg, and 800 mg) using a double-blind

crossover design. All measures of pain were
significantly reduced after the administration of

caffeine. Specifically, caffeine 200 mg and 400 mg
decreased the PPT and PT and increased the tolerance
threshold. When taken at the same dose, caffeine 400

mg was the most effective treatment, whereas the
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highest dose of caffeine (800 mg) was not. In
conclusion, a dose of 400 mg or less of caffeine is

effective in improving pain for patients with SCD, but
in larger doses, its effects are reversed. 6d1f23a050
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