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NICE’s 2008 clinical guideline on the
management of ADHD (update

expected in 2016) recommends
methylphenidate as first-line drug ther-
apy for adults.1 If this is ineffective or
unacceptable, further options are atom-
oxetine or dexamfetamine. Cognitive
behavioural therapy (CBT) may be
offered if some impairment persists
despite drug treatment.

The British Association for
Psychopharmacology recommends a
stimulant (normally modified-release
methylphenidate) as the usual drug of
first choice for adults and atomoxetine
when a stimulant is contraindicated.2

Lisdexamfetamine
Lisdexamfetamine is a prodrug of dex -
amfetamine that may have less abuse
potential than immediate-release dex -
amfetamine. It has been licensed for use
in children as part of a comprehensive pro-
gramme for the treatment of ADHD when
methylphenidate is inadequate; it is now
licensed for use in adults (under the brand
Elvanse Adult), also as part of a compre-
hensive treatment programme but without
the requirement for prior drug treatment. 

Indications and contraindications
Lisdexamfetamine is not indicated in all
adult patients and the decision to pre-
scribe it must take account of the individ-
ual’s symptoms, the potential for abuse,
misuse or diversion, and the response to
previous drug treatment. Treatment must
be under the supervision of a specialist
in behavioural disorders.

Treatment should be adjusted to indi-
vidual need, beginning at a dosage of
30mg daily and increasing in weekly
increments of 20mg daily to a maximum
of 70mg daily. The maximum dosage in
patients with severe renal impairment is
50mg daily; no studies have been carried
out in patients with hepatic impairment.
Clearance is reduced in people over 75
years old for whom a reduced dosage
may be needed.

The contraindications to lisdexamfeta-
mine include symptomatic cardiovascular
disease, structural cardiac disorders and
moderate to severe hypertension. Caution
is required in patients with cardiovascular
disease, a history of seizures, psychosis,
tics or aggressive behaviour. The clearance
of lisdexamfetamine may be increased by
agents that acidify urine and decreased by
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KEY POINTS

n Lisdexamfetamine (Elvanse Adult) is a prodrug of dexamfeta-
mine that may be less liable to misuse

n It is licensed for the treatment of adults with attention deficit
hyperactivity disorder (ADHD) as part of a comprehensive 
treatment programme

n The recommended dosage is initially 30mg daily titrated weekly up to a 
maximum of 70mg daily

n In clinical trials, lisdexamfetamine improved ADHD symptoms, executive 
function and simulated workplace performance compared with placebo

n Adverse effects are typical of a stimulant

n A month’s treatment with lisdexamfetamine costs £58.24 (30mg daily), £68.60
(50mg daily) or £83.16 (70mg daily)



alkalinisation of urine. Other potentially
interacting drugs include SSRIs, MAOIs, nar-
cotic analgesics, antihypertensive agents,
lithium and dopamine antagonist antipsy-
chotics. Full details are provided in the
Summary of Product Characteristics.

Clinical trials
The efficacy of lisdexamfetamine in adults
has been assessed in four trials.3–7 In a
four-week trial, 420 adults with moderate
to severe ADHD were randomised to treat-
ment with lisdexamfetamine 30, 50 or
70mg daily or placebo; the primary end-
point was the change in ADHD symptoms
as measured by the ADHD Rating Scale
total score.3 There were no significant dif-
ferences between the dosages of lisdex-
amfetamine and all were significantly
more effective than placebo (p<0.0001).
The proportion of patients who improved
(as measured by the Clinical Global
Impression–Improvement scale) was sig-
nificantly greater with lisdexamfetamine
than placebo (57, 62 and 61 per cent
respectively for lisdexamfetamine versus
29 per cent with placebo; p<0.01).

A second trial evaluated the effect of
treatment in 161 adults with ADHD and
impaired executive function (eg impaired
memory, regulation of emotion, attention
and problem solving).4 Adults aged 18–
55 years were randomised to treatment
with lisdexamfetamine (dose optimised
at 30, 50 or 70mg daily over four weeks
then maintained for six weeks) or
placebo. The primary endpoint was the
change in self-rated executive function
(measured on the Behaviour Rating
Inventory of Executive Function). After six
weeks’ maintenance therapy, lisdexam-
fetamine improved executive function
score significantly more than placebo
(p<0.0001). Lisdexamfetamine also sig-
nificantly improved quality of life scores.5

A third trial evaluated the effects of
lisdexamfetamine on performance (as
estimated by a 10-minute maths test) in
a simulated work environment.6 After a
four-week dose optimisation period, 127
adults were randomised to continue treat-
ment with lisdexamfetamine 30, 50 or
70mg daily or switch to placebo and then,
after one week, cross over to placebo or
lisdexamfetamine. The primary endpoint
was the total performance score at the

end of each period. Compared with
placebo, lisdexamfetamine significantly
improved the mean total performance
score (p<0.0001) with benefit from 2 to
14 hours after the dose (see Figure 1).
This study also reported a significant
improvement in symptom score com-
pared with placebo.

The fourth trial was a double-blind with-
drawal study.7 A total of 116 adults with a
documented response after at least six
months’ treatment with lisdexamfetamine
were randomised to continue treatment or
switch to placebo. The primary endpoint
was the proportion of patients with symp-
tom relapse after six weeks (defined as
≥50 per cent increase in symptom score
[ADHD rating scale] and ≥2-point increase
in Clinical Global Impression–Severity scale
score). Symptom relapse occurred in 9 per
cent of adults continuing lisdexamfetamine
and 75 per cent of those switched to
placebo (p<0.0001).

Adverse effects
The adverse effects associated with lis-
dexamfetamine are typical of stimulants,
most frequently (>10 per cent patients)
including decreased appetite, insomnia,
dry mouth and headache.
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Figure 1. Least squares (LS) mean change from predose in Permanent Product Measure of Per-
formance (PERMP) total score from 2 to 14 hours postdose (n = 104/104); From Wigal T et al.6
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