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Abstract 

 

Key points:  

1. Due to the pharmacodynamics and pharmacokinetics of trazodone, 

patients with behavioural psychologic symptoms of dementia vary in 

their response.    

2. Trazodone’s adverse cognitive effects in vulnerable older adults are 

due, in part, to its metabolite, m-CPP, which has anxiogenic effects.   

3. Clinicians should exercise caution when prescribing trazodone to older 

adults on other drugs known to inhibit the CYP2D6 isoenzyme. The 

Flockhart Table is a useful resource to assess CYP mediated drug-drug 

interactions. 
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Response to the CME article “Management of Agitation in an Acute Care Hospital Setting: 

Description of a Practical Clinical Approach Employed at the Ottawa Hospital” 

 

The article titled “Management of Agitation in an Acute Care Hospital Setting: Description of a Practical Clinical 

Approach Employed at the Ottawa Hospital”1 provides a step-wise approach to inpatient agitation in older adults.  

Based on a review of available literature combined with clinical expertise, the paper illustrates using low dose 

trazodone as a part of a useful framework employed by The Ottawa Hospital (TOH) in managing agitation.   

Due to increased awareness of the risks of benzodiazepines and antipsychotics, trazodone use for the off-label 

treatment of agitation and insomnia is growing in Canada.2–5 We agree with Dr. Rabheru’s emphasis on the 

judicious and tailored use of trazodone and discussion of its pharmacology. While generally well tolerated, 

there are case reports describing worsened neuropsychiatric symptoms, including delirium and acute 

extrapyramidal events.6,7 

These adverse cognitive effects are explained by trazodone’s unique pharmacology which warrants additional 

discussion.  

Trazodone is metabolized by cytochrome (CYP) P450 isoenzyme, CYP3A4, to an active metabolite, meta-

chloro-phenylpiperazine (mCPP), which possesses dose-dependent anxiogenic and at higher doses, 

hallucinogenic effects. 8–11 mCPP’s clearance is mediated by CYP2D6 metabolism and the P-glycoprotein drug 

transporter (also known as ABCB1), which can vary between individuals.8,12  Individuals with decreased 

CYP2D6 metabolizing capacity due to concomitant interacting medications (e.g. fluoxetine) or 

pharmacogenomics may experience higher mCPP levels and its anxiogenic effects.8,10,13,14  Furthermore, 

advanced age decreases phase 1 metabolism resulting in longer elimination half-lives of trazodone and 

mCPP.15,16  

We hope this evidence-based geriatric drug infographic17 of trazodone may serve as a helpful tool to clinicians 

when prescribing and monitoring trazodone to their older adult patient (Figure 1).  

Key Points  

1. Due to the pharmacodynamics and pharmacokinetics of trazodone, patients with behavioural 

psychologic symptoms of dementia vary in their response.    

2. Trazodone’s adverse cognitive effects in vulnerable older adults are due to its metabolite, m-CPP, 

which has anxiogenic effects.   

3. Clinicians should exercise caution when prescribing trazodone to older adults on other drugs known 

to inhibit the CYP2D6 isoenzyme. The Flockhart Table (https://drug-

interactions.medicine.iu.edu/MainTable.aspx) is a useful resource to assess CYP mediated drug-drug 

interactions.18 

 

 

https://drug-interactions.medicine.iu.edu/MainTable.aspx
https://drug-interactions.medicine.iu.edu/MainTable.aspx
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Figure 1.
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