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Description 
Diphenhydramine, a first-generation antihistamine, is a widely 
used medication with diverse pharmacological effects. This 
provides a comprehensive overview of diphenhydramine, 
including its pharmacology, clinical uses across various medical 
conditions, adverse effects, and safety considerations. As a potent 
histamine H1 receptor antagonist, diphenhydramine is primarily 
indicated for the treatment of allergic conditions, motion sickness, 
insomnia, and extrapyramidal symptoms induced by antipsychotic 
medications. Despite its efficacy, diphenhydramine is associated 
with adverse effects such as sedation, anticholinergic effects, 
and potential interactions with other medications. Understanding 
the pharmacological profile and clinical implications of 
diphenhydramine is essential for optimizing its therapeutic use and 
minimizing the risk of adverse events.

Diphenhydramine exerts its pharmacological effects primarily 
through antagonism of histamine H1 receptors, thereby blocking 
the action of histamine and alleviating symptoms of allergic 
reactions, such as itching, sneezing, and rhinorrhea. Additionally, 
diphenhydramine possesses anticholinergic properties, contributing 
to its sedative effects and potential side effects such as dry mouth, 
blurred vision, and urinary retention. As a lipophilic compound, 
diphenhydramine readily crosses the blood-brain barrier, leading 
to central nervous system effects such as sedation and cognitive 
impairment. The onset of action of diphenhydramine is relatively 
rapid, with peak effects observed within 1 to 2 hours following oral 
administration.

Diphenhydramine is indicated for the treatment of various allergic 
conditions, including allergic rhinitis, urticaria, and allergic 
conjunctivitis. It is also commonly used for the symptomatic 
relief of motion sickness, nausea, and vomiting. In addition, 
diphenhydramine is employed as a sleep aid due to its sedative 
properties, particularly in individuals experiencing transient 
insomnia or difficulty falling asleep. Furthermore, diphenhydramine 
may be prescribed as an adjunctive treatment for extrapyramidal 
symptoms induced by antipsychotic medications, owing to its 
anticholinergic effects and ability to mitigate dystonic reactions 
and akathisia.

Despite its therapeutic benefits, diphenhydramine is associated with 
a range of adverse effects, particularly due to its anticholinergic 
properties. Common side effects include sedation, drowsiness, 
dizziness, and impaired coordination, which may impair cognitive 
and psychomotor function. Anticholinergic effects such as dry 
mouth, blurred vision, constipation, and urinary retention may also 

occur, particularly in older adults and individuals with underlying 
medical conditions. Rare but potentially serious adverse effects of 
diphenhydramine include paradoxical excitability, hallucinations, 
and anaphylactic reactions. Furthermore, diphenhydramine 
has the potential to interact with other medications, including 
central nervous system depressants, anticholinergic agents, and 
Monoamine Oxidase Inhibitors (MAOIs), necessitating caution 
and appropriate monitoring when co-administered.

Due to its sedative effects and potential for impaired cognitive 
function, caution should be exercised when driving or operating 
machinery following the administration of diphenhydramine. 
Elderly patients are particularly vulnerable to adverse effects such 
as sedation, confusion, and falls, necessitating lower doses and 
close monitoring. Diphenhydramine should be used with caution in 
individuals with pre-existing conditions such as glaucoma, Benign 
Prostatic Hyperplasia (BPH), and cardiovascular disease, as it may 
exacerbate symptoms or precipitate complications. In addition, 
diphenhydramine should be avoided in pregnant and breastfeeding 
women unless the potential benefits outweigh the risks, as safety 
data in these populations are limited.

Conclusion
Diphenhydramine is a widely used medication with diverse 
pharmacological effects, including antihistaminic and 
anticholinergic properties. While it is effective in the treatment of 
allergic conditions, motion sickness, insomnia, and extrapyramidal 
symptoms, diphenhydramine is associated with a range of 
adverse effects and potential drug interactions. Understanding 
the pharmacology, clinical uses, adverse effects, and safety 
considerations of diphenhydramine is essential for healthcare 
professionals to make informed decisions regarding its appropriate 
use, dose optimization, and monitoring strategies, ultimately 
ensuring patient safety and therapeutic efficacy.
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