
 
Delayed Presentation of Toxicity in A Case of Severe Diphenhydramine Overdose 

 

Introduction:  
• Diphenhydramine is a widely available over-the-counter medication commonly used as a 

sleep aid and allergy/URI medication due its antihistaminic and anticholinergic effects.  
• It is also the second most frequently used drug in suicide in United States 1.  
• Most cases of diphenhydramine overdose manifest peak toxicity around 6 hours, with 

resolution by 12 to 48 hours following ingestion.  
• We report a case of delayed onset of symptoms of diphenhydramine toxicity.  
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Discussion: 
• Diphenhydramine overdose frequently presents with a significant 

antimuscarinic toxidrome.  
• In severe overdose, it can produce arrhythmia or even cardiac arrest. It is 

thought that higher doses of diphenhydramine will cause sodium channel 
blockade, similar to class 1 antiarrhythmics, while lower doses of 
diphenhydramine work as an inverse agonist of the H1 receptor  2,3.  

• This case demonstrates a patient who presented with minimal toxic symptoms 
initially, but who developed ventricular arrhythmia 21 hours after ingestion. Of 
specific note, his antimuscarinic toxidrome did not manifest until 48 hours 
after ingestion, and the symptoms lasted for days.  

• This serves as a useful reminder to clinicians that while the half-life of 
diphenhydramine is about 3.4-9.2 hours 4, potential toxicity could be late in 
onset and long- lasting.  

• This case further highlights the importance of obtaining collateral history and 
pill-counting in suspected overdose, as the lack of toxidrome on initial 
presentation could have confounded the clinicians with respect to appropriate 
treatment and monitoring.  

• In addition, not all patients will develop symptoms within the same timeline as 
others.  

• Lastly, once diphenhydramine overdose is confirmed, continuous cardiac 
monitoring is paramount because of the risk of arrhythmia.  
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Case Presentation: 
• A 64-year-old male with a history of major depression, presented to the hospital after being 

found unresponsive, with an empty medication bottle in close proximity. Collateral history 
from his caretaker confirmed that approximately 2500mg diphenhydramine was ingested.  
Estimated time post-ingestion to presentation to the ED was two hours.  

• Upon arrival, he was obtunded, normothermic, with a heart rate of 68 bpm, blood pressure of 
161/96 mm Hg, and oxygen saturation of 98% on room air. On examination, he was 
unresponsive to painful stimuli, pupils were 3mm and sluggish in reaction; gag reflex was 
present; muscle tone was normal without pathological reflexes. His skin was not noted to be 
dry or flushed. His initial electrocardiogram (EKG) demonstrated normal sinus rhythm with 
a prolonged QT interval (QTc of 538ms).  

• Laboratory values including electrolytes, liver function, kidney function, creatinine kinase 
were normal; lactate was mildly elevated at 3.2 but normalized quickly after fluid 
resuscitation. His urine drug screen, alcohol, and acetaminophen level were negative.   

• He was closely monitored on telemetry, and he remained in normal sinus rhythm and afebrile 
until about 21 hours after ingestion, at which time he developed ventricular ectopy, and 
subsequently, sustained ventricular tachycardia.  

• He was started on intravenous sodium bicarbonate drip as QTc was more than 600 ms; 
ventricular tachycardia gradually improved. However, at 48 hours after ingestion, the patient 
started to develop flushing, diaphoresis, mydriasis, urinary retention, constipation, and 
hyperactive delirium. He was treated with hydration, sodium bicarbonate, and 
benzodiazepines for agitation. Patient had complete resolution of symptoms on day six after 
ingestion.  
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•EKG on admission  
•QTc: 538 ms 

•EKG after 21 hours: 
• QTc: 627 ms 
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