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Perspectival Realism



Does psychedelic therapy work?



If psychedelic therapy works,
how can we know it?



Double-blinded RCT

Randomization: Double blinding:

Control for expectancy.Equal distribution of confounders.

Confounder requisites*:

1. Potentially affects the outcome.

2. Is unequally distributed between 
experimental and control groups.

3. Is unrelated to the experimental 
intervention.

Placebo legitimacy*:

1. Contains all the relevant non-
characteristic features of the test-
treatment, to the same degree that 
they are present in the experimental 
treatment process.

1. Has no additional relevant features 
over and above the non-
characteristic features of the 
experimental treatment.



EBM’s
“Hierarchy of evidence”
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Mechanistic reasoning

The philosophy of evidence based-
medicine. Howick J., 2011.
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“controlled expectancy” 



Who is blind in psychedelic research?
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RCTs are not neutral devices

RCT-induced biases 
*:

Blinding induced biases*:

1. Ambivalence, confusion, passivity;

1. Resentful demoralization;

1. Voluntary submission.

1. Nonconsent bias (different general 
population);

1. Consent bias (increases side effect 
expectations);.

*Kaptchuk, 2001



Blinding Assessments in Biomedicine

⚫ Psychedelic studies: 17% (Nayak et al, 2023).

⚫ 10 Most cited RCTs: 20% (Kraus, 2018).

⚫ Top 9 journals: General medicine 7%, Psychiatry 9%

(Fergusson et al, 2004).

⚫ Random 300 trials: 8% (Bello et al, 2014).

⚫ 1599 trials: 2% (Hróbjartsson et al, 2007).



RCTs dethroned







Two types of
psychedelic efficacy:

Chemical Efficacy: Self-efficacy:

1. Therapeutic alliance

1. Insights

1. Wellbeing

2. Behaviors

3. Belief changes

4. etc

1. Receptor binding

1. Intracellular signaling

2. Neuroplasticity

3. Neuroimaging

4. etc

Hendy, K. Cult Med Psychiatry 46, 322–343



RCTs: gold for psychiatry?



Authority of evidence

“The authority of evidence that characterizes evidence-

based practices does not increase objectivity

but rather obscures the subjective elements that

inescapably enter all forms of human inquiry.”

Maya Goldenberg, 2005



EBM
Gold Standard

Observational

Expert judgment
Mechanistic reasoning

The philosophy of evidence based-
medicine. Howick J., 2011.

RCTs RCTs

Mechanistic reasoning

EBM +
Evidential Pluralism

RCTs

Observational Mechanistic
reasoning

Expert
judgment

Mechanistic
evidence

RWEs





Obrigado!
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