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The World Health Organization (WHO) essential medicines list (EML) includes a list of minimum medicine needs for a basic health-care system, listing the most efficacious, safe, and cost-effective medicines for priority conditions. Priority conditions are selected on the basis of current and estimated future public health relevance, and potential for safe and cost-effective treatment.
Despite decades of clinical use, the WHO continues to exclude methylphenidate for Attention-Deficit/Hyperactivity Disorder (ADHD) from its EML.1 The exclusion of methylphenidate has dire implications for millions of individuals with ADHD worldwide, especially those living in Low and Low-Middle Income Countries (LMIC), where governmental decisions to make medicines available are contingent on EML listing.   
A committee updates the EML every two years. Applications to include or exclude medications from the list by institutions outside the WHO are permitted. Two successive applications (2019 and 2021), requesting the addition of methylphenidate to the EML, were rejected. For the first application, the committee deemed  the evidence from randomized controlled trials (RCTs) to be of uncertain quality, reflecting the conclusions of a Cochrane standard (pairwise) meta-analysis.2  That meta-analysis has been criticized for using an idiosyncratic approach to assess the quality of the evidence.3 Indeed, 96.8% of the trials included in this meta-analysis were rated by the review team to be at high risk of bias. Notably, the authors added an item about vested interest to the standard Cochrane tool for assessing the risk of bias. This item downgraded the level of evidence of trials funded by parties that might have had a conflict of interest (e.g., a manufacturer of methylphenidate) or where trial authors reported potential conflicts of interest. It is unclear how this criterion was operationalised (e.g., what number of authors with supposed conflict triggered a downgrade?). 
The second application presented a broader evidence base, with findings from RCTs summarised using a comprehensive and up-to-date network meta-analysis (NMA), 4 an approach that provides more precise estimates than standard (pairwise) meta-analyses. This NMA showed a high effect size for methylphenidate in terms of efficacy (standardized mean difference, according to clinicians’ ratings: 0.78, 95% CI: 0.62-0.93), with the evidence rated as being of moderate quality according to the gold standard tool (GRADE). Importantly, this NMA reduced the proportion of unclear items in the risk of bias tool from 63.5% to 35.2% by gathering additional unpublished information. This suggests that previous estimates of “unclear evidence” reflect mostly poor reporting rather than poor quality of the RCTs per se. 
Crucially, the second application also included a large body of evidence from large real-world self-controlled studies, which address several of the well know limitations of RCTs such as the inclusion of participants that are not representative of patients seen in “real world” clinical practice. Evidence from these real world studies demonstrates that, during periods when they are taking methylphenidate, individuals with ADHD have significantly less unintentional physical injuries, motor vehicle accidents, substance use disorders, and criminal acts, and improved academic functioning, compared to periods when they are off medication.5  Despite this compelling evidence, the WHO once again rejected the application, requesting evidence from an RCT of at least 52 weeks to prove the long-term effectiveness and safety. This requirement is puzzling, considering, for instance, that the longest trial including fluoxetine - which is listed in the EML for adults- retained in a comprehensive NMA of RCTs in adults, was of 24 weeks (average: 8.2 weeks).6 Of note, data from withdrawal RCTs show the persistence of clinically meaningful benefits with continued long-term treatment, for instance after more than 4 years of treatment in the study by Matthijssen et al.7.
Furthermore, since the second rejection by the Committee, additional evidence, including a 2-year, naturalistic, longitudinal, controlled study,8 has confirmed that long-term treatment with methylphenidate is safe.
This puzzling situation around the exclusion of methylphenidate from the EML was highlighted in a recent Correspondence published in The Lancet Psychiatry.9 This was endorsed by 16 professional associations /groups of representatives of people with lived experience. We were pleased that the American Academy of Child and Adolescent Psychiatry (AACAP) was one of these associations, in line with a previous endorsement of the second WHO application that the then AACAP President, Dr Gabrielle Carlson, signed in 2020 (https://cdn.who.int/media/docs/default-source/essential-medicines/2021-eml-expert-committee/public-comments/a21_methylphenidate_aacap.pdf?sfvrsn=66b28049_6).
With AACAP and the other associations, alongside the millions of professionals and people with lived experience they represent, we look forward to a more balanced and comprehensive assessment of the evidence on the efficacy/effectiveness and safety of methylphenidate for ADHD. 
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