
What is new in the 
treatment of ADHD?
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Talking about the 
treatment is also 
talking about the 
news in research– 
ideally the two are 
linked..
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Scientometric analysis of the scientific literature
on ADHD (28,381 publications)
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History of Research in ADHD
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ADHD and strengths in the general 
population
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ADHD and Diversity ?
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Same, same, but different!

• The classic idea of ADHD mainly affecting active 
little boys with obvious symptoms from a young
age does not respond to reality anymore.

• It also includes a woman in her 20s who
managed to cope with the the situation due to 
her parents supporting her during childhood and 
adolescence, she kept things together as a child
but is now overwhelmed by adult life;

• …or, an autistic person who finds it really hard 
to focus due to his hyperactivity

• …or a creative african-american artist who
didn’t fit into regular school but is now thriving
in her own artistic space.
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Consequences 
of a late 
diagnosis
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ADHD and hormonal contraceptives– be
aware!
• All Swedish-born women aged 15 to 24 years, and residing in Sweden were

identied through the population registers and included in the study

• Exposures: ADHD and use of hormonal contraceptives HC

• Women with ADHD had a 3-fold higher risk of developing depression, irrespective
of HC use. 

• Overall, women with ADHD who used combined HC or progestogen-only pills had
more than 5 times increased risk of depression compared to women without ADHD 
who did not use HCs.

• Information on risks with HCs as well as potential bene ts with long-acting 
reversible contraceptives needs to be an integrated part of the shared decision
making and contraception counseling for young women with ADHD.
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The best treatments…

Cortese et al. Lancet Psychiatry 2018; 5(9):727-738.

133 studies

•81 in children/adolescents,

•51 in adults

•1 including children, adolescents and adults

In total, 14,346 children/adolescents and

10,296 adults were included.

11
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Pharmacotherapy–the big picture 

• Results of RCTs are not able to inform decision-making 
at the individual patient level. 

• The «maximum» safe and effective doses, possibly 
beyond those currently recommended, are not well 
explored. 

• Evidence from RCTs on augmenting strategies is still 
limited.

• No novel agents with the same or higher effect size of 
stimulants, in terms of efficacy have been found (taking 
into account tolerability and lower abuse potential) . 

• Implementation of precision psychiatry approaches and 
stratification of patients in future RCTs will be key to, 
respectively, individualize the treatment strategies and 
test etiopathophysiology-based agents.
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The mean duration 
of pharmacological 
treatment…
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Cardio-Vascular risk

14
Zhang et al. JAMA Network Open. 2022;5(11):e2243597. 

CONCLUSIONS AND RELEVANCE 
This meta-analysis suggests no statistically 
significant association between ADHD 
medications and the risk of CVD across age 
groups, although a modest risk increase 
could not be ruled out, especially for the risk 
of cardiac arrest or tachyarrhythmias. 

Further investigation is warranted for the 
cardiovascular risk in female patients and 
patients with preexisting CVD as well as 
long-term risks associated with ADHD 
medication use.
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AE and Safety in an metaanalysis including all 
ages and broader diagnoses
• It is important to better understand the safety of stimulants, particularly in relation 

to drug diversion, misuse, and adult ADHD diagnoses.

• Prolonged exposure to stimulants lasting 5 to 14 years may increase the risk of 
cardiovascular disease.

• Safety of stimulant medications prescribed for various diagnoses, including ADHD, 
depression, binge-eating disorder, schizophrenia, Alzheimer’s disease, and 
stimulant use disorders, as reported in RCTs investigating methylphenidate, 
lisdexamfetamine, and other amphetamines.

• This meta-analysis (studies published since 2000), including 93 RCTs with duration 
up to 52 weeks found an increased risk of AEs with stimulant use compared with
placebo, without clinically significant cardiovascular outcomes.

• As adult ADHD diagnoses increase, studies with longer follow up periods
assessing stimulant-related AEs are needed.

Nunes Pereira Oliva, JAMA Network, 2025
PRES

EN
TED

 AT ES
ST

S M
EE

TIN
G ATHEN

S 2
025



Treatment-Emergent Psychosis

16

Insurance claims databases to assess patients 13 

to 25 years of age who had received a diagnosis 

of ADHD and who started taking methylphenidate 

or amphetamine between January 1, 2004, and 

September 30, 2015.

221,846 patients; 110,923 patients taking 

methylphenidate were matched with 110,923 

patients taking amphetamines

343 episodes of psychosis (with an episode 

defined as a new diagnosis code for 

psychosis and a prescription for an 

antipsychotic medication) 

106 episodes (0.10%) in the methylphenidate 

group 

237 episodes (0.21%) in the amphetamine 

group

Moran, 2019
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Methylphenidate-Emergent Psychosis

17

Screened individuals on these registers to identify

those receiving methylphenida tetreatment, and 

who were aged 12–30 years at the start of 

treatment

Hollis, 2019

PRES
EN

TED
 AT ES

ST
S M

EE
TIN

G ATHEN
S 2

025



Risk of hospitalisation for first- 
onset psychosis or
mania within a year of ADHD 
medication initiation

Patients with a history of psychotic symptoms and current ADHD require careful, 
slow titration of stimulant medication.

Preferably with methylphenidate rather than amphetamines and, 
if necessary, simultaneous treatment with antipsychotic medication.

The high dosages of stimulants observed in substance abuse situations present 
greater risks for psychosis than smaller therapeutic dosages.
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Safety and Efficacy 
of Repeated Low-
Dose LSD for ADHD 
Treatment in Adults

• A 6-week,multicenter, double-blind, placebo-controlled, parallel-group phase 2A randomized
clinical trial

• Adults aged 18 to 65 years with a prior ADHD diagnosis who presented with moderate to severe
symptoms

• Participants received either LSD (20μg) or placebo twice weekly for 6 weeks (total of 12 doses)

• 53 participants were randomized to LSD (n = 27) or placebo (n = 26)

• Mean(SD)participant age was 37 (12) years, and 22 participants (42%) were female

• In this randomized clinical trial, repeated low-dose LSD administration was safe in an outpatient
setting but did not prove more effective than a placebo in reducing ADHD symptoms

JAMA Psychiatry.doi:10.1001/jamapsychiatry.2025.0044

PublishedonlineMarch19,2025.
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Clinical Prediction models?

• Despite a wealth of literature, no established 
evidence-based prediction models inform 
individualized treatment strategies based on the 
patient’s clinical, environmental, cognitive, genetic, or 
biological characteristics.

• The study comprehensively and specifically reviewed 
the status of validated prediction models in ADHD

• To test potential moderating factors that could affect 
the performance of available models

• Among the 100 prediction modelling studies included, 
88% reported on diagnostic, 5% on prognostic, and 7% 
on treatment-response models

• 35% of studies used clinical, 31.0% neuroimaging, and 
27.0% cognitive predictors. Notably, only 7.0% of 
models were externally validated.

Salazar de Pablo, Molecular Psychiatry, 2024
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Old Compounds, new formulas ?

• Methylphenidate (MPH) as Jornay PM, a very delayed-release formulation 
taken in the evening to be active the next morning.

• Serdexmethylphenidate-dexmethylphenidate as Azstarys, where
serdexmethylphenidate acts as a prodrug, slowly converting to 
dexmethylphenidate over several hours.

• Amphetamines (AMP) in a transdermal (patch) form.

• Clonidine as a liquid in an extended-release formulation.

• Shows a trend towards modifying drug delivery systems to improve
convenience, adherence, or pharmacokinetic profiles for patients.
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Old Compounds, new formulas ?

• Methylphenidate (MPH) as Jornay PM, a very delayed-release formulation 
taken in the evening to be active the next morning.

• Serdexmethylphenidate-dexmethylphenidate as Azstarys, where
serdexmethylphenidate acts as a prodrug, slowly converting to 
dexmethylphenidate over several hours.

• Amphetamines (AMP) in a transdermal (patch) form.

• Clonidine as a liquid in an extended-release formulation.

• Shows a trend towards modifying drug delivery systems to improve
convenience, adherence, or pharmacokinetic profiles for patients.

• Viloxazine extended-release capsules (brand name Qelbree) were approved
by the U.S. Food and Drug Administration (FDA) for the treatment of ADHD in 
pediatric patients aged 6 to 17 years in April 2021, later approved for adults in 
May 2022 (a non-stimulant medication for ADHD).PRES
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Where do 
we stand?

• Recent scientific evidence indicates that ADHD represents an 
extreme manifestation of complex, dimensional traits that are 
largely persistent and follow varied developmental paths.

• As with many neurodevelopmental and psychiatric disorders, the 
origins of ADHD are multifaceted and varied, involving a 
combination of interacting genetic and environmental factors 
that contribute to subtle differences in brain structure and 
function.

• Future research priorities include addressing clinical and causal 
heterogeneity and comorbidity, enhancing risk prediction, 
understanding gene–environment interactions, exploring how 
ADHD presents in females and other ”minority” groups, 
examining the impact of social environments on impairment and 
stigma, and promoting resilience and personal development.

• Looking ahead, involving individuals with ADHD in participatory 
research will be essential.
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