
 

Table 3 Common High-risk Potentially Clinically Important Drug-Drug Interactions in Older Adults37 

CNS-active drugs: antiepileptics, antipsychotics, benzodiazepines, nonbenzodiazepine, benzodiazepine receptor agonist hypnotics, 

TCA, SSRIs, SNRI, and opioids; TCAs: Tricyclic antidepressants; SSRIs: Selective serotonin reuptake inhibitors; SNRIs: Serotonin 

and norepinephrine reuptake inhibitors; NSAIDs: Nonsteroidal anti-inflammatory drugs; RAS inhibitors: Renin-angiotensin system 

inhibitors; ACEIs: Angiotensin-converting enzyme inhibitors; ARBs; Angiotensin II receptor blockers; ARNIs: Angiotensin receptor-

neprilysin inhibitor 

     Drug Class Interacting Drug Class          Potential Risks 

CNS-active drugs 
• Antiepileptics (including 

gabapentinoids) 

• Antidepressants (TCAs, SSRIs, 

and SNRIs) 

• Antipsychotics 

• Benzodiazepines 

• Non-Benzodiazepine 

Benzodiazepine receptor agonist 

hypnotics 

• Opioids 

• Skeletal Muscle Relaxants 

• Phenytoin 

• Lithium 

 

• Any combination of ≥ 3 CNS-

active drugs 

• Other drugs with strong 

anticholinergic activity 

• Trimethoprim-Sulfamethoxazole 

(Phenytoin) 

• ACE-Is, ARBs, ARNIs, Loop 

Diuretics (Lithium) 

 

• Increased risk of confusion and delirium 

(all) 

• Increased risk of falls and fractures   with 

the use of ≥ 3 in this class 

• Increased risk of orthostatic hypotension 

(antipsychotics, TCAs, SSRIs) 

Anticholinergics • Other drugs with strong 

anticholinergic activity 

• Increased risk of cognitive decline, delirium, 

falls, and fractures 

• Urinary retention 

Opioids  • Benzodiazepines 

• Gabapentin, pregabalin 

• Increased risk of overdose (benzodiazepines 

and opioids) 

• Increased risk of respiratory depression and 

death secondary to severe sedation 

• Increased risk of delirium 

NSAIDs 

 

• Anticoagulants 

• Antiplatelets 

• Corticosteroids, 

• Increased risk of peptic ulcer disease or 

bleeding  

• Increased risk of kidney injury 

• Increased risk of hypertension 

RAS Inhibitors (ACEIs, 

ARBs, ARNIs, Aliskiren, 

potassium sparing diuretics) 

• Other RAS Inhibiting drugs  • Increased risk of hyperkalemia  

Non-Selective Peripheral 

Alpha-1 Blockers 

• Loop Diuretics • Increased risk of urinary incontinence in 

older women 

Warfarin  • Amiodarone 

• Ciprofloxacin 

• Macrolides (excluding 

azithromycin) 

• NSAIDs 

• Trimethoprim-sulfamethoxazole 

• SSRIs  

• Increased risk of bleeding 


