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Storebo and colleagues have responded to our critizism (Banaschewski et al., 2016) in 

regard to the methodology and interpretation of their previous Cochrane analysis (Storebo 

et al., 2015). While we appreciate their effort to respond to our questions, we doubt that 

our points have been adequately addressed. 

We have elaborated that 4 studies should be excluded from 
the analysis of the eff ect size of methylphenidate (MPH) 
due to “active control conditions” rather than placebo. Un-
fortunately, the authors consider those as mere “co-treat-
ments” and refer to the “value added” by methylphenida-
te. Considering the eff ect of clonidine (0.58–0.61) (e. g. 
Bloch et al., 2009), parent training and behavioural thera-
py (Cohen’s d: 0.30–0.69) (Chan et al., 2016) on ADHD 
symptoms, it is obvious that the “added” eff ect size of MPH 
is signifi cantly reduced compared to studies testing MPH 
against placebo. We would therefore like to repeat our noti-
on that such an approach is substantially fl awed as well as 
the underlying protocol. The same applies to the inclusion 
of preschool children who are at an age where off -label 
treatment with MPH is known to be less eff ective compa-
red to older children (0.4–0.8) (Greenhill et al., 2006). 

While the authors claim that sensitivity analyses reveal a 
negligible eff ect on the results, we have already demonstra-
ted that excluding those 5 studies resulted in a large eff ect 
size of MPH (0.89) compared to the medium eff ect size 
(0.77), which was calculated by the authors. We think that 
this diff erence cannot be regarded as “negligible” at all. 

The latter eff ect size has been the basis for the calculati-
on of the “minimal clinical diff erence”. Unfortunately, the 
authors have not responded to our point, that the compari-
son to the minimal clinical diff erence may only be useful 
for assessing individual responses. Instead, they have de-
scribed “eff ect sizes” as a “crude rule of thumb”, thus neu-
tralizing their own data basis for the calculation of the mi-
nimal clinical diff erence. For this reason, and the apparent 
absence of a valid response, we are again faced with the 
problem that the clinical interpretation of the Cochrane 
has to be considered as fl awed and even inadmissible. 

Furthermore, the authors claim that the cross-over stu-
dies with end-point data have not been included in order 
to avoid a “unit-of-analysis-error”. However, they do not 
provide evidence for a signifi cant diff erence of those stu-
dies compared to parallel-group studies. We think, this 
makes the argument more than questionable – especially 
in the light of the by far less stringent inclusion of the abo-
ve mentioned studies. 

The authors claim that typical adverse events of MPH, 
such as the loss of appetite and disturbed sleep, can easily 
be detected by teachers. However, it is a fact that teachers 
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can neither control the amount of food that children eat in 
the schoolyard, nor assess their sleep quality at night. We 
thus believe that the assumed “broken outcome assessor 
blinding” and the derived bias assessment should be refu-
ted. It is the repetition of a wrong argument as shown by 
criticism (e. g. Hoeckstra and Buitelaar, 2016). If the au-
thors are not able to provide evidence for their claim, we 
would ask them to abstain from it – or at least handle criti-
cizm more respectful by not ignoring it.

There is another point we would like to make about the 
– as we think – inappropriate generalization of bias assess-
ment in regard to the funding of industrial companies, 
which has been omitted by the authors. Indeed, we have 
provided some examples of industrial funding of produ-
cers of alternative medication, thus implying a bias even 
contrary to the eff ectiveness of MPH.

Storebo et al. (2015) criticised the studies Coghill et al., 
2007 and Coghill et al., 2013 for providing insuffi  cient in-
formation. While this is true for Coghill et al., 2007, it is 
not for Coghill et al., 2013, which provided the information 
on data handling in a table. We have reconfi rmed that the 
authors have responded to the fi rst request by Storebo et 
al. in regard to Coghill et al., 2007. In regard to Coghill et 
al., 2013 the authors had not been contacted.

Finally, the authors compared the eff ect size of those 5 
studies with low vested bias to those 14 with high or unc-
lear vested bias, revealing lower eff ect sizes in the low bias 
group. Unfortunately, the authors have failed to mention 
that we have identifi ed 3 out of the 5 studies, classifi ed as 
“low vested bias”, as inapt for inclusion (Brown et al., 1985; 
Firestone et al., 1981; Jensen et al. 1999). The discrepant 
eff ect size is thus not based on the vested interest domain, 
but rather on the questionable study inclusion procedure 
of Storebo and colleagues. 

Interestingly, the authors have – to some extent – rea-
lized that the MTA study (Jensen et al., 1999) should not 
have entered the analysis due to further study details, 
e. g.:

“We have discussed whether to include the MTA study, as 
not all participants randomly assigned to medication (com-
bined treatment and medication management group) received 
methylphenidate.[…] However, we have chosen to use the data 
from MTA, as it is such a large and well-known study.” 
(p 272/273; Storebo et al., 2015)

We are unaware of a Cochrane guideline, defi ning spe-
cial inclusion criteria for studies based on their degree of 
publicity. 

Let us conclude that the Cochrane review by Storebo et 
al. (2015) is indeed fl awed in terms of study selection and 
risk of bias assessment. We think that the clinical interpre-
tation of the fl awed analysis should not be admissible and 
lacks careful consideration. 
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