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Therapeutic component in the PSINAPSE study 

(as described in the study protocol) 

 

Psilocybin Administration and Experimental Sessions 

Psilocybin at a dose of 25 mg will be administered orally, twice, at a two-week interval. Each 

experimental session will last at least 6 hours. The participant will be accompanied by two 

psychotherapists (a lead and a supporting therapist), who will remain present throughout the 

entire session. The lead therapist is responsible for conducting the interventions, while the 

supporting therapist observes the course of the experience, monitors the participant’s 

comfort, communicates observations to the lead therapist, and provides assistance with 

clinical interventions if needed. All therapists will be trained in psilocybin-assisted therapy. A 

psychiatrist will be on site throughout the entire session to provide medical oversight and 

support if needed. 

The sessions will take place in a room equipped with a sofa, armchairs, blankets, pillows, and 

adjustable lighting. After ingesting psilocybin, the participant will lie down on the sofa and 

will be encouraged by the therapist to use an eye mask and headphones with a standard 

playlist of relaxing music. 

The psychotherapists’ interactions with the participant will be supportive but non-intrusive. 

They will remain present and attentive to the participant’s needs throughout the session but 

will not engage in psychotherapeutic work during the session itself. Psychotherapists will not 

initiate spontaneous contact with the participant during the psilocybin session. They will 

respond to the participant’s questions and provide support if requested, as well as address 

challenging states such as anxiety, disorientation, or behavioural disturbances. 

 

Psychotherapeutic sessions 

Psychotherapeutic interventions include three preparatory sessions prior to the first 

administration of psilocybin and three integration sessions following each of the two 

administrations. These sessions are conducted by the lead therapist, who also accompanied 

the participant during the psilocybin sessions. The psychotherapeutic approach applied in the 

preparatory and integration sessions integrates elements of CBT, ACT, CFT, and mindfulness-

based therapy. 

Preparatory sessions will include: 

• Psychoeducation regarding the psilocybin experience and safety principles 

• Explanation of the concept of psychological flexibility in relation to the participant’s 

mental functioning 

• Mindfulness exercises 

• Teaching grounding techniques (e.g., breathing exercises) 
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• Establishing therapeutic goals (intentions) 

• Building the therapeutic alliance 

• Discussion of the principles governing therapist conduct when engaging with the 

participant in an altered state of consciousness, with full respect for the participant’s 

psychological boundaries 

Integration sessions will include: 

• Exploration of experiences, imagery, themes, emotions, and somatic sensations that 

emerged during the psilocybin sessions 

• Meaning-making in relation to the participant’s psychedelic experience 

• Observation of emotional and cognitive changes resulting from the experience 

• Linking insights and experiences from the psychedelic sessions to the participant’s 

goals and values 

• Providing guidance on self-care and interpersonal communication following the 

session, as well as on ways of maintaining contact with the psychedelic experience 

• Supporting the participant in translating emotional experiences and significant 

insights from the psychedelic sessions into meaningful changes in behaviour and 

thought patterns 

 

Standard psychotherapy (Arm 2.) 

The standard psychotherapy protocol incorporates therapeutic approaches with documented 
efficacy in the treatment of TRD, including CBT, ACT, and mindfulness-based approaches. 

Sessions 1–2 (W2, W3): establishment of the therapeutic relationship; collection of 
information during the initial clinical interview; explanation of the Beck cognitive model; 
normalisation of depressive symptoms; formulation of therapy goals; psychoeducation; 
introduction to meditation-based techniques. 

Session 3 (W4): identification of depressive thoughts; recognition of cognitive distortions; 
introduction to cognitive defusion techniques. 

Session 4 (W6): cognitive restructuring (challenging thoughts, shifting perspective, generating 
alternative thoughts); building cognitive flexibility (adopting multiple perspectives, tolerating 
conflicting thoughts and emotions, acting despite their presence); mindfulness techniques 
(meditation – observing thoughts). 

Session 5 (W7): exploration of the Participant’s values; differentiation between goals and 
values (values as ongoing directions rather than achievable endpoints); introduction to the 
concept of “self-as-context” (distinguishing the self from cognitive content). 
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Session 6 (W8): behavioural activation: planning activities that restore energy and a sense of 
agency; linking activities to personal values. 

Session 7 (W10): working with self-criticism; understanding the role of the internal critic; 
developing self-compassion. 

Session 8 (W11): consolidation of cognitive defusion and acceptance; emotion regulation in 
action; mindfulness techniques. 

Session 9 (W12): consolidation of acquired competencies; planning a values-congruent life; 
strategies for coping with difficult situations; summary of the therapeutic process. 
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