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European rules for
approval of new ADHD medications

The EMA has developed the only formal guideline on ADHD clinical trial 
design – Guideline on clinical investigation of medicinal products for the 
treatment of attention deficit hyperactivity disorder1

 Recommendations include:
 Three-arm studies (inclusion of an active comparator)

 Both symptomatic and functional efficacy outcomes

 Measures of clinical response

 Monitoring of treatment-emergent adverse events (TEAEs), vital 
signs, ECG parameters and suicidal ideation and behaviours

 Evidence of the maintenance of effect which may be assessed via 
randomized withdrawal design

1. EMA, 2010. Available from:  www.ema.europa.eu/docs/en_GB/document_library/
Scientific_guideline/2010/08/WC500095686.pdf (Accessed 17 January 2014)
ADHD, attention-deficit/hyperactivity disorder; EMA, European Medicines Agency
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 Questionnaire (76 items) completed by parents 
 Five domains and 12 associated subdomains

Domain 
(number of items)

Subdomains 
(number of items)

Achievement (10) Academic Performance (5) Peer Relations (5)

Risk Avoidance (14) Individual Risk Avoidance (4) Threats to Achievement (10)

Resilience (19)
Family 

Involvement (8)
Physical 

Activity (6)
Social 

Problem-Solving (5)

Satisfaction (11) Satisfaction with Health (7) Satisfaction with Self (4)

Comfort (22)
Physical

Comfort (9)
Emotional 

Comfort (9)
Restricted
Activity (4)

Child Health and Illness Profile – Child Edition: 
Parent Report Form (CHIP-CE:PRF)



Interpreting T-scores: normal distribution, 
mean = 50 and standard deviation (SD) = 10
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Pretreatment mean domain T-scores 
in three ADHD study populations and controls
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Placebo
(n = 106)

LDX
(n = 104)

OROS-MPH
(n = 107)
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p-values and effect sizes from an ANCOVA:
change in ADHD-RS-IV total score 
from baseline to endpoint



Proportion (%) of  CGI-I score of 1 or 2
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ADHD-RS-IV total score during the open-label period

• At open-label endpoint,a the mean change (SD) from baseline in 
ADHD-RS-IV total score was –26.6 (11.4)

Open-label full analysis set N = 262
Baseline n = 261
V1R n = 181
Endpoint n = 258
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aDefined as the last valid assessment obtained while on investigational product, after visit 1 
and up to and including visit 3R (or up to and including visit 17 for patients who continued 
past visit 9 but did not enter the fixed-dose period)



***p < 0.001 active drug versus placebo
≥ 50% increase in ADHD-RS-IV total score and a ≥ 2 point increase in Clinical Global Impressions-Severity rating 
relative to visit 3R. Endpoint was the last on-treatment, post-baseline visit of the randomized-withdrawal period 
(V4R–V9R) with a non-missing assessment

Randomized full 
analysis set

LDX (n = 76)

Placebo (n = 77)
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