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Table 3. Starting dose and titration schedule of AChEIs

Drug*	 Starting	 Titration	 Dose Increase	 Usual Effective
 	 Dose	 Period 	 Per Titration	 Max Dose	
			 
donepezil	 5 mg daily**	 4-6 wks	 5 mg daily	 10 mg daily

rivastigmine	 1.5 mg b.i.d.	 2-4 wks	 1.5 mg b.i.d.	 3-6 mg b.i.d.

galantamine	 8 mg ER daily	 4-6 wks	 8 mg ER daily	 16 mg ER daily-24 mg ER daily

Potential Drug Interactions

Toxicity of donepezil and galantamine may be INCREASED by the concomitant use of cytochrome P450 
inhibitors (e.g., paroxetine, erythromycin, prednisone, grapefruit juice and nefazodone). Effectiveness of 
donepezil and galantamine may be DECREASED by the concomitant use of cytochrome P450 inducers 
(e.g., carbamazepine, phenytoin and rifampin). Rivastigmine is mainly metabolized through hydrolysis; 
therefore cytochrome P450 drug interactions are not expected.

*AChEI cost approximately $5.00/day   Adapted from Hsiung, G., Loy-English, I. BCMJ 2004;46(7):338-343
**Consider 2.5 mg daily in very frail patients

AChEI Relative Contraindictions
Peptic ulcer disease, hepatic or renal disease, significant bradycardia or AV block, significant 
bronchospastic disease, obstructive urinary disease, epilepsy or history of seizure.

Strategies to Reduce Side Effects of AChEIs

a.	 Take AChEI with meals (specifically indicated for rivastigmine)

b.	 Use a longer titration period, temporarily reduce the dose or plan skipped doses

c.	 If above measures are ineffective, take anti-emetics for limited periods during the titration 	 	 	
period e.g. domperidone (avoid OTC anti-emetics with their anti-cholinergic effects that can 	 	
worsen cognition and/or cause delirium)

d.	 Avoid sleep disturbances with donepezil by morning dose administration 
e.	 Consider another AChEI if the first is not tolerated (taper first agent over 1-2 weeks and start 	 	

new agent at lowest possible dose). An alternate AChEI may be offered for issues of 	 	 	
tolerability and adverse effects. There is insufficient evidence to recommend switching AChEIs 	 	
due to ineffectiveness


