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• (not) why I think there is potential

• (not) how I think the field will move forward
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Not the reason to have hope in precision psychiatry

The fact that in trials we always see a % of responders necessarily implies that some patients respond 

and some don’t. 

The simple picture Consider placebo Consider dichotomisation Another possible picture

Non-responder Responder to treatment

See Senn et al (10.1038/d41586-018-07535-2) for a more systematic discussion, and Stone et al (10.1136/bmj-2021-067606) for interesting data in MDD

Baseline Counterfactual placebo response





Intermittent fevers



Malaria

Tubercolosis

Typhoid fever

Inflammatory causes

Intermittent fevers

see Liebman, KM: “New 4-Aminoquinoline Compounds to Reverse Drug Resistance in P. falciparum Malaria, and a Survey of Early European Antimalarial Treatments”, 2014; Jarcho, S.: 
“Quinine's predecessor : Francesco Torti and the early history of cinchona”, 1993.
AI-generated image, prompt: “A painting in the Italian 18th century style representing Francesco Torti administering chicona extract to a patient with Intermittent fever”



Limitations of certain approaches

Developing based on the usual paradigm

+ subgroup analysis on (single) biomarkers 

+ (selecting by and) measuring a symptomatic dimension



Limitations of certain approaches

Developing based on the usual paradigm

+ subgroup analysis on (single) biomarkers 

+ (selecting by and) measuring a symptomatic dimension

If done, important to critically evaluate 

credibility, pre-specification (including of the 

direction), replication

Any specific claim would need to be supported by the knowledge that what is observed 

is not entirely mediated by the effect on the disease severity overall (pseudo-specificity)

See EMA Guideline on clinical investigation of medicinal products in the treatment of depression
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That’s it, it can be 

used, probably as 

outcome measure
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Possibly from basic 

neuroscience, including 

approaches that draw from 

complex systems and consider 

interaction with the (social) 

environment

It can be a biomarker 

or a way to gather 

patients’ experience. 

Subjective is not the 

opposite of rigorous!

Precise contexts of use (COU) must be 

chosen and justified. Engaging 

regulators at this stage (e.g. 

qualification procedures, Innovation 

Task Force) is a good idea. 



Thank you

Follow us

LinkedIn icon
YouTube icon Instagram icon

Closing slide
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https://www.linkedin.com/company/european-medicines-agency/
https://www.youtube.com/user/emainfo
https://www.instagram.com/onehealth_eu/
https://bsky.app/profile/ema.europa.eu
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