
Clinically Significant 
Caffeine-Drug Interactions 
A pharmacist-written reference for fitness professionals and active individuals 

WHY THIS MATTERS 

Caffeine is the most widely used pharmacologically active substance in the world, and one of the most commonly 

overlooked drug interaction risks. Most people taking prescription medications have never been told how caffeine might 

change what those drugs do, or what the drugs do to their caffeine. The interactions below are mediated primarily through 

the CYP1A2 enzyme, which governs how your liver metabolizes both caffeine and several common medications. When 

something disrupts CYP1A2, caffeine can accumulate to levels that cause anxiety, palpitations, insomnia, and toxicity 

even at doses you've always tolerated. 

THE INTERACTIONS 

Drug Class Examples Interaction Effect What This Means for You 

Fluoroquinolone 

antibiotics 

Ciprofloxacin, 
levofloxacin 

Inhibit caffeine metabolism → 
prolonged caffeine half-life and 
toxicity risk 

On a course of Cipro? Your morning 

coffee may hit harder and last much 

longer than usual. 

Antidepressants 

(SSRIs) 

Fluvoxamine Potent CYP1A2 inhibitor → 
markedly increased caffeine levels 

Even one cup may feel like three. 

Anxiety, jitteriness, and poor sleep 

are common signs. 

Antipsychotics Clozapine, olanzapine, 
haloperidol 

Caffeine increases plasma drug 
levels (up to 97% for clozapine) 

Caffeine can significantly amplify 
medication effects (discuss intake 
with your prescriber). 

Melatonin Melatonin Cmax increased by 142% and AUC 
by 120% 

Caffeine dramatically raises 

melatonin levels in your blood 

even hours after consumption. 

Oral contraceptives Combined OCs Double caffeine half-life → 
increased caffeine sensitivity 

Women on the pill often metabolize 

caffeine twice as slowly. Afternoon 

coffee can disrupt sleep. 

Cardiovascular drugs Mexiletine, verapamil, 
propranolol 

Slowed metabolism of both caffeine 
and the drug 

Both substances may accumulate 
heightening effects and side 
effects of each. 

Non-BZD hypnotics Zolpidem Cmax/AUC modestly increased 
30–40%; caffeine only incompletely 
reverses sedation 

Caffeine won't fully counteract the 

sedation, but it may still alter how 

the drug behaves. 


