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INTRODUCTION 
 

Since 2015 ADDspeaker have worked on delivering accurate, trustworthy, and impartial scientific 
evidence about ADHD and Autism. ADDspeaker is a not-for-profit community for people with 
ADHD/Autism which works on informing, educating, and empower people with Neurodevelopmental 
Disorders, in service of living up to our mission statement: 

“ADDspeaker work to ensure, that the next generations with ADHD and Autism are not being given 
the same misunderstood, stigmatized, and suboptimal conditions - that the past generations have 
endured – to empower future generations to live a better life, however that may be – for that 
individual!” 

• ADDspeaker is 100% free from any Conflicts of Interest, and do not have any affiliations with 
any religious, political, financial, or commercial entities.  

• ADDspeaker is driven by donations from its community members for operating costs of the 
blog every second year - and that's all the funding we receive. 

• All management and journalistic activities are performed on a non-paid basis, and at the will 
and energy of its members. 

 

WITH MORE THAN 350,000 VISITS SINCE 2015, WE’VE 
BECOME A TRUSTED SOURCE OF NO BS – JUST SCIENCE! ON 

ADHD AND AUTISM RELATED INFORMATION. 
 

 

Peter 'ADDspeaker'  Vang, the founder of ADDspeaker, is a 51-year-old retired male, who've dedicated 
his life to making a difference for persons with ADHD and Autism. After having had a 25 year career in 
Corporate IT Management, Peter was hit by burnout in 2012 and subsequently diagnosed with ADD 
and High-functioning Autism at Semel Institute at UCLA, at age 40, he had to leave his professional 
career due to health concerns, caused by living a life with undiagnosed and unmedicated ADHD. 

This led him on a path of discovery, trying to understand what ADHD and Autism was, scientifically. 
During this process Peter had to self-educate in reading scientific publications, and on how to 
understand the science lingo. To ensure that he had understood the scientific evidence correctly, in 
2015 Peter contacted Dr. Russell A. Barkley, PhD. to get guidance on some of his published articles, 
and this soon developed to a "penpalship", that lasted until Dr. Barkley's retirement in 2022. 

Peter has a primary focus on the scientific details, but just a much on the societal implications of the 
how the science is applied in governmental guidelines, policies, and public opinion. Through his more 
than 200 published blog posts on his blog, he has contributed to the public perception, insight, and 
understanding on what ADHD and Autism - actually is, does, and impact - persons with these disorders, 
as seen from the "inside" perspective. 

Peter has no formal academic education, and his competencies have "mushroomed" on a "Need-To-
Know" throughout his entire professional career, and subsequent retirement. 

For more information, contact him on: ADDspeaker@Outlook.com 
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COMMENTS ON (STOREBØ ET AL., 2023) 
TITLE: STOREBØ ET AL. (2023): A CASE OF "SIX BLIND ELEPHANTS"? 

 

PICO 1.1 

Our confidence in the results of the review is limited for several reasons. It was often possible for 
people in the studies to know which treatment the children were taking, which could influence the 
results. (Storebø et al., 2023) 

 

Question 1.1 

In light of the conclusion from Laursen et al. (Laursen et al., 2023), how relevant is this "important 
issue" now? 

 

PICO 1.2 

... most of the studies only lasted for a short period of time, making it impossible to assess the long-
term effects of methylphenidate. (Storebø et al., 2023) 

Question 1.2 

With the publication of results from Man et al. (Man et al., 2023), how will this impact your future 
assumptions on the benefits and harms of Methylphenidate? 

 

PICO 1.3 

"... Most studies were in the USA." and "Around 41% of studies were funded or partly funded by the 
pharmaceutical industry". (Storebø et al., 2023) 

 

Question 1.3 

Seen in light of the studies used for this analysis, how does the fact that "most studies were in the 
USA" relate to your study selection, since a mere 1.4% used ICD-10 and 0.0% used ICD-11 of the 
included studies originated in countries that do not use the DSM? Based on your "Vested Interest" 
results, see attached Table 1 and Table 2, how is this information relevant, since your own data do not 
support any assumption, that industry funding or industry involvement, have impacted the study 
results, none of your Vested Interest results are below SMD: -0.32 and most are between SMD: -0.50 
and -0.80? 
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PICO 1.4 

We rated the evidence to be of very low certainty and, as a result, we cannot be certain about the 
magnitude of the effects from the meta-analyses. (Storebø et al., 2023) 

 

Question 1.4 

Referring to the attached Table 1 and Table 2. Having studied every single of your presented data 
points in this study, how can you justify the Risk of Bias assumptions that support the above claims? 
One result of 29 of your Risk of Bias results had an SMD. 1.10, one had a SMD: -0.12, two had a SMD: -
0.40, one had a SMD: -0.42 and the remaining 23 were between SMD: -0.50 and above? 

 

PICO 1.5 

The evidence is limited by the serious risk of bias in the included trials, underreporting of relevant 
outcome data, and a high level of statistical variation between the results of the trials. (Storebø et al., 
2023) 

 

Question 1.5 

Same question as in Question 1.4. 

 

PICO 1.6 

There is also very low-certainty evidence that methylphenidate causes numerous adverse events. 
(Storebø et al., 2023) 

 

Question 1.6 

Same question as in Question 1.4 

 

PICO 1.7 

It is also problematic that only 93 of the 212 included trials reported on specific and overall non-serious 
adverse events. Accordingly, we cannot rule out the possibility that non-serious harms are more 
prevalent than reported in our review. (Storebø et al., 2023) 

 

Question 1.7 

What evidence supports this assumption? If the included 93 studies did report on this, and your overall 
result was RR: 1.23, and seen in the light of the small study sample sizes and few reported events, as I 
present in Question 1.16, how come you are unable to "rule out the possibility"? What support that the 
opposite in the case? 

 

PICO 1.8 

If methylphenidate treatment is considered, clinicians might need to use it for short periods, with 
careful monitoring of both benefits and harms, and cease its use if no evidence of clear improvement of 
symptoms is noted, or if harmful effects appear. (Storebø et al., 2023) 

 

Question 1.8 

What evidence supports this recommendation? 
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PICO 1.9 

A problem is that clinicians very often rely on their assessment of methylphenidate in their clinical 
evaluation. Arguments like “I know that this medication helps” can be problematic when they are 
based on anecdotal evidence and case reports. (Storebø et al., 2023) 

 

Question 1.9 

What evidence supports this claim, apart from the one study you reference? And how does this 
assumption fit in with your own recommendation in (Rasmussen & Storebø, 2018a) where you clearly 
state that: [...] Three important aspects of evidence-based psychiatry include: 1) external evidence; 2) 
patient/family preference; and 3) clinician experience and clinical practice" [...]. How does this relate to 
the assumed anecdotal evidence claim, isn't a "clinicians experience and clinical practice", by definition 
anecdotal? 

 

PICO 1.10 

This review highlights the urgent need for long-term, high-quality, and large randomised clinical trials 
(RCTs), at low risk of bias, to investigate the benefits and harms of methylphenidate treatment versus 
placebo in children and adolescents with ADHD. (Storebø et al., 2023) 

 

Question 1.10 

With the publication of results from Man et al. (Man et al., 2023), how will this impact your future 
assumptions on the benefits and harms of Methylphenidate? 

PICO 1.11 

The important issue of protecting blinding of these trials needs to be addressed urgently. Immediate 
measures could be implemented to improve blinding. (Storebø et al., 2023) 

 

Question 1.11 

In light of the conclusion from Laursen et al. (Laursen et al., 2023), how relevant is this "important 
issue" now? 

 

PICO 1.12 

Having independent, blinded assessors monitor adverse effects, whilst separate, independent blinded 
assessors measure efficacy, is likely to reduce the risk of unblinding due to adverse effects. (Storebø et 
al., 2023) 

 

Question 1.12 

In light of the conclusion from Laursen et al. (Laursen et al., 2023), how relevant is this "important 
issue" now? 

 

PICO 1.13 

Active placebos need to be sought and are likely to be important in the future, but their development 
is still at the very early stages. Research in this field should be strongly supported, but it is likely to take 
many years before such substances can be used safely and ethically in research with children and 
adolescents. (Storebø et al., 2023) 

 

Question 1.13 

In light of the conclusion from Laursen et al. (Laursen et al., 2023), how relevant is this "important 
issue" now? 
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PICO 1.14 

The prevalent use of cross-over trials needs to be reconsidered as they usually only provide short-term 
interventions, which can limit the assessment of benefits and harms. However, we were not able to 
identify major differences when comparing parallel-group trials with cross-over trials. (Storebø et al., 
2023) 

 

Question 1.14 

Based on the data presented in Table 1 and Table 2, which of the data points supports this statement? 
As you yourself point out, the data do not support the stated assumption. 

 

PICO 1.15 

Despite more than 50 years of research in this field, we have no knowledge on how to identify patients 
who may obtain more benefits than harms. Individual patient data meta-analyses are needed to identify 
such patient characteristics. (Storebø et al., 2023) 

 

Question 1.15 

I have asked one of the authors from an included study, Dr. Russell A. Barkley, PhD, to comment on 
your statement regarding the past 50 years of research, and which Dr. Barkley have been a pivotal 
contributor of the research for 40+ years of this period, and I asked him back in 2015 to comment on 
your conclusion:  

[…] the requirement that studies must use a “nocebo” shows that the authors are not aware that such 
studies would also not be permitted by IRBs not only for the reasons given above but also because you 
cannot inflict suffering and harm on people, via inducing side effects, when there is no offsetting 
benefit to doing so. I am not aware that any such nocebo exists that can specifically create MPH side 
effects in the equivalent proportion of people and to the equivalent degree as MPH. And even if such a 
currently fantasy drug existed no IRB here would permit its use. So the authors are asking for the 
impossible while judging the existing database against a fantasy. That is not a very fair assessment of 
the prevailing evidence even if they are technically correct about the short term duration of most trials, 
done mostly of necessity.[…] (pers. comm, 2015). 

When Storebø et al. (2023) was published, I interrupted Dr. Barkley in his well-earned retirement, to ask 
him to comment on the updated review, and I received this comment from Dr. Barkley:  

[...] Sorry Peter but I am fully retired now and not following the research any further. But my initial 
reaction is that An active placebo control is essentially using another drug if it has to have detectable 
effects. I am not sure institutional review boards supervising research here would permit using 
something that only produces adverse effects just to be a supposedly better placebo control, which it 
would not be. I continue to question the standards they are using to judge the quality of research as 
even those have been debated as questionable. [...] (per. comm, March 29, 2023) 

How do you respond to these comments? 
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PICO 1.16 

Methylphenidate may cause unwanted effects, such as headaches, stomachaches and problems 
sleeping. It sometimes causes serious unwanted effects like heart problems, hallucinations, or facial 
‘tics’ (twitches). (Storebø et al., 2023) 

 

Question 1.16 

Based on the data presented in attached Table 3, which of the data points supports this statement, and 
how often is "sometimes", and how is "may cause" to be understood?  

Comparison 5 shows a RR: 0.80 and you state that the risk is 6 of 1000 vs. 8 of 1000, heart problems 
(RR: 1.02, 2 of 280), psychosis (RR: 0.81, 2 of 919), which is hardly alarming, in the broader scope of 
things?  

Comparison 6 shows a RR: 1.23 and you state that hallucinations (RR: 1.33, 1 of 37), stomachaches (RR: 
2.11, 2 of 414), which is hardly alarming, in the broader scope of things?  

Comparison 7 shows a RR: 2.47 and you state that headaches (RR: 1.33), TICS (RR: 0.77), and sleep 
(RR: 1.57), which is hardly alarming, in the broader scope of things?  

Comparison 8 shows a RR: 1.39 and you state that compulsive acts (RR: 2.57), thirst (RR: 2.78), overly 
meticulous (RR: 40.77), obsessive thinking (RR: 2.35), and unusual blinking (RR: 3.13) ), which is hardly 
alarming, in the broader scope of things? 

The data in Comparison 5, Comparison 6, Comparison 7, and Comparison 8 contains results with 
outliers of very large relative sizes, all with few events and from very small study samples, how does 
these influence the overall interpretation?  

Also, 73-78% with ADHD suffers from a Delayed Sleep Phase Disorder (Bijlenga et al., 2019), 50-70% 
with ASD have comorbid ADHD (Hours et al., 2022), 43% reported significant insomnia symptoms (OR: 
2.66), and 41% short sleep duration (RR: 1.94) (Wynchank et al., 2018), how have the highlighted results 
from Comparison 8, as seen in the attached Table 3, impacted your overall assessment of the benefits 
and harms of Methylphenidate? 
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PICO 1.17 

We found no evidence suggesting that age (test for subgroup differences: Chi² = 2.84, df = 2 (P = 
0.24), I² = 29.6%; Analysis 4.2) or comorbidity influenced the intervention effect (test for subgroup 
differences: Chi² = 0.15, df = 1 (P = 0.70), I² = 0%; Analysis 4.3). However, the intervention effect was 
influenced by ADHD subtype, with a greater intervention effect noted for the inattentive subtype (SMD 
−1.31, 95% CI −1.61 to −1.01; 1 trial, 204 participants) compared to the combined subtype (SMD 0.65, 
95% CI −1.30 to 2.60; I² = 99%; 2 trials, 559 participants; test for subgroup differences: Chi² = 3.79, df 
= 1 (P value = 0.05); I² = 73.6%; Analysis 4.4). This difference rested upon one single trial. 

 

Question 1.17 

Regarding 4.2.2 (Kollins et al., 2021) showed a remarkable SMD: -8.13 (-9.12, -7.15), which significantly 
influenced the overall SMD. Looking into Kollins (2021) lead me to (Braeckman et al., 2022) which in 
their conclusion states:  

[...] The new treatment containing a coformulation of SDX/d-MPH exhibits a single d-MPH plasma 
concentration peak ∼2 hours after administration, followed by a gradual elimination phase defined by a 
long half-life of 10.8 hours. The immediate-release d-MPH component accounts for the rapid increase 
in plasma d-MPH concentrations, while the SDX component provides sustained plasma d-MPH 
concentrations through the evening hours. SDX/d-MPH also exhibited dose proportionality across the 
dose range studied, thus providing predictable increases in d-MPH exposure during dose titration or 
when making later dose adjustments. Upon repeat dosing of SDX/d-MPH, there was low to modest 
accumulation of d-MPH but not the intact prodrug, SDX. Steady-state plasma concentrations were 
achieved before the third dose. Together, these data indicate that SDX/d-MPH may offer a novel 
treatment capable of addressing current unmet needs for patients with ADHD as they relate to 
symptom control during waking hours. [...] (Braeckman et al., 2022) 

Kollins (2021) used serdexmethylphenidate and d-methyphenidate capsules, and in their conclusion 
they state:  

[...] SDX/d-MPH showed significant improvement in ADHD symptoms compared with placebo in 
children 6-12 years of age, with a rapid onset and extended duration of treatment effect. SDX/d-MPH 
was safe, with AEs comparable with those observed with other stimulant treatments. [...] (Kollins et al., 
2021) 

While accepting that this a single study, and one of very short duration (1 week/3 weeks) and only 149 
participants (6-12 years), I still find it worth singling out for further analysis. The drug used was a 
prodrug with serdexmethylphenidate and d-methyphenidate, something I am not familiar with since 
Azstarys™ is not approved for use in the EU. Looking at the results of Kollins (2021) I find it odd that 
you have not mentioned this in your outcome analysis statement on 4.2.2? Don't you find it worth 
mentioning that one study showed an outlier effect of such a magnitude? 

Furthermore, you write [...] This difference rested upon one single trial. [...] without any explanation, 
which I find very odd, didn't you think that this was a relevant disclosure, since this subgroup analysis 
showed an overall SMD: -1.77 (-3.24, -0.29), a significant deviation from the primary outcome SMD: -
0.74? The overall SMD: -0.93 (-1.35, -0.19) of 4.2 is a significant deviation from the primary outcome of 
SMD: -0.74, so why not mentioned this? 

Your Risk of Bias assessment for Kollins (2021), is "unclear", "unclear", "low risk", "low risk", and "low 
risk" which I find to be one of the few which are assessed so "positively", making it seem even more 
odd not to elaborate in more detail than [...] This difference rested upon one single trial. [...] ? 
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PICO 1.18 

In 2018 an application for including methylphenidate on the 21st update of the WHO's List of Essential 
Medicines was rejected due to concerns regarding the quality of the evidence for benefits and harms 
(Storebø 2021). An extended research team made a comparable application in 2020 for the 22nd 
update of the list. The decision of the committee was — for the second time — not to include 
methylphenidate on the WHO Model List of Essential Medicines due to low quality of evidence, lack of 
data after 12 weeks, and adverse effects of concern (Pereira Ribeiro 2022). 

Question 1.18 

In an interview with The Lancet in the podcast "In Conversation With", Dr. Ian C. Wong commented on 
the rejection of Methylphenidate on the WHO's List of Essential Medicines, stating: "The WHO did not 
agree to put it on what we call the Essential Medicines List, this list are actually used by a lot of 
different low income countries to decide whether the drugs [should] be available for their citizens. So, 
because there [is] not enough information on long term safety side of it, it means that it's not on the 
Essential Medicines list. It means that the children in the low income country will find a barrier to have 
the medication, so that is why it's so important for us to research on the long term side effect." (my 
transcript from the Podcast" and later he continues with: "... it's very important in creating somewhat of 
like an inequality situation. If you are in a high income country such as America or UK, there will be very 
little barrier to access the drugs, if you do need the medication. If you do have ADHD, but if you are in 
a low income country or even a middle income country, you will find it's not easy to get hold of." (my 
transcript from the Podcast). (https://www.buzzsprout.com/1391365/12508422-ian-wong-on-
methylphenidate-for-children-and-adolescents-with-adhd.mp3). 

How do you comment on this barrier and the inequality, based on the fact that your lobbying (Pereira 
Ribeiro et al., 2023; Storebø & Gluud, 2020) have contributed to this very unfortunate situation? 

 

Question 1.19 

How do I get an insight into the funding of (Pereira Ribeiro et al., 2023; Storebø et al., 2023; Storebø, 
Ramstad, et al., 2015a; Storebø & Gluud, 2020) ?  

Cochrane Denmark is funded via state-sponsored and your also employed at Region Sjælland, as well 
as University of Southern Denmark, how do I get the financial information for the cost to the danish tax-
payers for your now 8+ years of research on Methylphenidate.  

Research, which - in my personal opinion as both a person with ADHD and a taxpayer in Denmark - 
based on your controversial comments in the Danish media in both 2015:"One has to take into account 
that there is actually no evidence on the efficacy and side effects of methylphenidate. This fact should 
be taken into account in any consideration of any recommendations" in Medicinsk Tidsskrift, January 
19, 2015 (https://medicinsktidsskrift.dk/behandlinger/psykiatri/154-forende-psykiater-tvivler-pa-kritisk-
rapport-om-adhd-medicin.html) and again in 2023:"Senior psychiatrists: We seem to have forgotten 
that commonly used ADHD drugs are a type of amphetamine " as you're stating in an opinion piece 
you published in Politiken, April 13, 2023, neither of which O believe have been helpful in reducing the 
stigma of the legally and doctor prescribed medication for my own mental disorder and approx. 
300,000 other persons with ADHD in Denmark. 
(https://politiken.dk/debat/debatindlaeg/art9299208/Det-er-som-om-vi-har-glemt-at-hyppigt-anvendt-
adhd-medicin-er-en-afart-af-amfetamin). 

Where do I get the complete overview of your spending on these publications? I have tried to search 
for data in the national statistical databases, but as far as I can tell, these data are not public record. 
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PICO 1.20 

Key messages 
- Methylphenidate might reduce hyperactivity and impulsivity and might help children to concentrate. 

- Methylphenidate might also help to improve general behaviour, but does not seem to affect quality of life. 

- Methylphenidate does not seem to increase the risk of serious (life-threatening) unwanted effects when used for 
periods of up to six months. However, it is associated with an increased risk of non-serious unwanted effects like 
sleeping problems and decreased appetite. 

- Future studies should focus more on reporting unwanted effects and should take place over longer periods of 
time. 

What did we find? 
We found 212 studies with 16,302 children or adolescents with ADHD. Most of the trials compared 
methylphenidate with placebo. Most studies were small with around 70 children, with an average age of 10 years 
(ages ranged from 3 to 18 years). Most studies were short, lasting an average of around a month; the shortest 
study lasted just one day and the longest 425 days. Most studies were in the USA. 

Based on teachers' ratings, compared with placebo or no treatment, methylphenidate: 
- may improve ADHD symptoms (21 studies, 1728 children) 
- may make no difference to serious unwanted effects (26 studies, 3673 participants) 
- may cause more non-serious unwanted effects (35 studies, 5342 participants) 
- may improve general behaviour (7 trials 792 participants) 
- may not affect quality of life (4 trials, 608 participants) 

Question 1.20 

Reporting in language a quoted above, what are your expectation of the layperson's understanding of 
your reporting in such an "elastic" manner, in the Plain Language Summary, when using this exact 
wording? 

According to Merriam-Webster, the word "might" can be interpreted as: 
1) "used to say that something is possible" (e.g., we might get there before it rains.) 

2) "used to express a present condition contrary to fact" (e.g., If you were older you might understand.) 

Merriam-Webster. (n.d.). Might. In Merriam-Webster.com dictionary. Retrieved April 29, 2023, from 
https://www.merriam-webster.com/dictionary/might 

According to Merriam-Webster, the word "may" can be interpreted as: 
1) "used to indicate possibility or probability" (e.g., you may be right) 

2) "sometimes used interchangeably with can" (e.g., one of those slipups that may happen from time to time) 

3) "sometimes used where might would be expected" (e.g., you may think from a little distance that the country 
was solid woods). 

Merriam-Webster. (n.d.). May. In Merriam-Webster.com dictionary. Retrieved April 29, 2023, from 
https://www.merriam-webster.com/dictionary/may 

 

Referring to the attached Table 1 and Table 2, while observing you "rule of thumb" for interpreting 
SMD, what is the justification for not simple stating: 

- Methylphenidate vs. Placebo(No intervention showed an overall SMD: -0.77 (-1.10, -0.63) across all three types of 
raters, and across both trial types on ADHD symptoms, and an overall SMD: -0.76 (-1.10, -0.42) across all three 
types of raters, and across both trial types on General behavior, favouring Methylphenidate. These results indicate 
that Methylphenidate have a moderate-to-high effect on both ADHD symptoms and General behavior, compared 
to Placebo/No intervention. 

- Serious Adverse Events (SAEs) showed an RR: 0.80, indicating that Methylphenidate showed a decreased risk of 
SAEs, compared to Placebo/No intervention. The risk in the Methylphenidate for any SAEs was 8 of 1000, 
opposed to 6 of 1000 in Placebo/No intervention. The prevalent SAE was Hypertension. 

- Non-serious Adverse Events (AEs) showed an RR: 1.23, indicating that Methylphenidate showed an increased risk 
of AEs, compared to the Placebo/No intervention. The prevalent SAE was decreased appetite, and sleep 
problems. 

- Quality of Life showed an SMD: 0.40 indicating that Methylphenidate showed a below-moderate effect on 
Quality of life, compared to Placebo/No intervention. 

What are the logic behind using the chosen wording?, and do you find it to be "not misleading" to use 
the language you choose?  
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ADDITIONAL INFORMATION 
TABLE 1 

 
TABLE 2 

 
TABLE 3 
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