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stimulant medication dose in children ages 6 to 12 years being treated
for a primary diagnosis of attention
deficit-hyperactivity disorder (ADHD). Excluded were individuals with an IQ
less than 80, a diagnosis of a major neurological/medical condition (eg, epilepsy, cerebral palsy, autism), and those on other psychotropic medications.
After an initial double-blind dose finding to identify the optimal dose of
extended-release mixed amphetamine salt for each participant, 99 of 138
eligible subjects were enrolled and randomized into three groups: the full
dose/control group (FD) took their optimal dose for two months; the dose
reduction only/comparison group (RD) took their optimal dose for one
month and then reduced their dose by 50% during the second month; the
dose reduction with placebo/experimental group (RD/P) took their optimal
dose and a placebo capsule for one month, and then took 50% of the optimal
dose with the placebo for an additional month. Both parents and children
were explicitly informed that the placebo capsule had no active ingredients.
Of note, the placebo was referred to both as a “placebo” and “dose extender”
to maintain some positive expectancy.
Parent and teacher measures of symptoms were obtained at baseline and
weekly using the Inattention/Overactivity with Aggression (IOWA) Conner’s
scales and Pittsburgh Side Effects Rating Scale. These scales are subjective
and parents were not blind to the treatment condition. The investigators also
utilized an objective measure, Conner’s
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points. The change in CPT t-score from baseline to posttest did not differ
significantly between the three groups in attentional performance. Ratings
by parents indicated an increase in side effect severity among the RD group
(after dose reduction) relative to the FD and RD/P groups. The RD/P group
demonstrated a decrease in side effects over the eight weeks. The authors
conclude that pairing placebos with stimulant medication elicits a placebo
response that allows children with ADHD to be effectively treated on 50% of
their optimal stimulant dose.

Commentary by

Lisa Nalven, MD, MA, FAAP, Kireker Center for Child Development-Valley
Hospital, Ridgewood, NJ
Dr Nalven has disclosed that her husband is an employee of Eisai. This commentary does not contain a discussion of
an unapproved/investigative use of a commercial product/device.

There is public concern that children are being “overmedicated.” Parental
concern regarding the use of medication in children can result in suboptimal dosing or discontinuation of treatment. By identifying the behavioral
and side effect profile at the optimal dose1 and then implementing classical
conditioning (pairing the placebo with an effective dose), these investigators
demonstrated that a large dose reduction (50%) with continued placebo
could be achieved while maintaining control of ADHD symptoms and reducing medication side effects.
The fact that the placebo was effective in an open label trial is interesting.2,3 Would the same result be achieved in a blind placebo study or with no
mention of a dose extender? This study is limited by the fact that it is unclear
whether the influence of “expectancy” simply changed parental perceptions
of child behavior or whether it actually impacted the child’s behavior. The
actual mechanism of the placebo effect remains unknown; is it behavioral
or neurophysiologic?
The blind ratings by teachers did not demonstrate differences among the
study groups. The authors indicate that teacher information was not consistently available. Given that one of the major targets of ADHD treatment is
the impact on behavior in the school setting, future studies should seek to
determine whether maintenance of symptom control (as opposed to alteration of parental perception) can be achieved with dose reduction paired with
placebo. If such an effect can be demonstrated, the next step is to determine
whether maintenance of symptom control can be achieved long-term.

Editors’ Note

Kudos to the Homeric courage of these researchers who chose to sail between the Scylla of ADHD and Charybdis of placebos. Albeit a relatively small
study, reducing the stimulant dose by half while sustaining parents’ perception
of symptom control despite awareness of the nature of the placebo boggles
this editor’s mind – particularly because the group whose dose was reduced
without an accompanying placebo was perceived as deteriorating badly. If
ever there was a study that raised more questions than it answers, this is it.
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