
 

 

Non-stimulants and Modafinil for Adults With ADHD: A Review 

Context 

Attention-deficit/hyperactivity disorder (ADHD) is a 
common neurobehavioural disorder characterized by 
inappropriate levels of inattention, hyperactivity, and 
impulsivity. It manifests in childhood and continues into 
adulthood, resulting in functional impairment in 
academic, family, and social settings. The prevalence of 
ADHD in the general population is approximately 3% to 
4%, and it affects approximately 4.4% of American adults. 
Stimulants such as methylphenidate and amphetamine 
are first-line agents and a major component of 
pharmacotherapy in children and adults with ADHD. 
However, they have the potential to be abused and can 
lead to side effects. 

Technology 

Atomoxetine, tricyclic antidepressants, clonidine, and 
venlafaxine are non-stimulant drugs that have been used 
as alternative treatments for ADHD. Modafinil, another 
potential treatment alternative, is a novel, non-
traditional stimulant and wakefulness-promoting 
compound that is considered to have a lower potential 
for abuse than traditional stimulants. 

Issue 

Because of the addictive nature of stimulants such as 
methylphenidate and amphetamine, there is a high 
potential for them to be abused. A review of the clinical 
efficacy of alternative treatments that have a lower 
abuse potential — namely, non-stimulant drugs and 
modafinil — will help to inform decisions about their use 
in the treatment of adults with ADHD.  

Methods 

A limited literature search was conducted of key 
resources, and titles and abstracts of the retrieved 
publications were reviewed. Full-text publications were 
evaluated for final article selection according to 
predetermined selection criteria (population, 
intervention, comparator, outcomes, and study designs). 

 

Results 

The literature search identified 99 citations of which                  
22 were deemed potentially relevant. An additional study 
was identified from the grey literature. Of the 23 reports, 
3 randomized controlled studies met the criteria for 
inclusion in this review.  

Key Messages 

For the treatment of adults with ADHD: 

 Venlafaxine may reduce ADHD symptoms, 
but it appears to work no better than 
placebo. 

 Modafinil is not significantly better than 
dextroamphetamine in reducing ADHD 
symptoms and does not always perform 
better than placebo. 

 No evidence on the clinical effectiveness of 
tricyclic antidepressants and clonidine was 
found. 

 

 

DISCLAIMER: The information in this Report in Brief is intended to help health care decision-makers, patients, health care professionals, health 

systems leaders, and policy-makers make well-informed decisions and thereby improve the quality of health care services. The information in this 

Report in Brief should not be used as a substitute for the application of clinical judgment in respect of the care of a particular patient or other 

professional judgment in any decision-making process nor is it intended to replace professional medical advice. While CADTH has taken care in the 

preparation of the Report in Brief to ensure that its contents are accurate, complete, and up-to-date, CADTH does not make any guarantee to that 

effect. CADTH is not responsible for any errors or omissions or injury, loss, or damage arising from or as a result of the use (or misuse) of any 

information contained in or implied by the information in this Report in Brief. 

 

CADTH takes sole responsibility for the final form and content of this Report in Brief. The statements, conclusions, and views expressed herein do 

not necessarily represent the view of Health Canada or any provincial or territorial government. Production of this Report in Brief is made possible 

through a financial contribution from Health Canada. 

 
 
 
 
 
 

April 2013 

 
 
 
 
 
 


