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SYNOPSIS 

Title of the study A randomized, open-label, controlled trial to evaluate the efficacy and safety 
of psilocybin in the treatment of treatment-resistant depression, 
administered together with SSRIs or after gradual discontinuation of SSRIs, 
compared to standard SSRI treatment. 

Acronym PSINAPSE 

EU CT number 2025-521897-33-00 

Sponsor Warsaw Medical University 
ul. Żwirki I Wigury 61, 02-091 Warszawa 

Funding body of the 

study 

Medical Research Agency 
ul. Moniuszki 1a, 00-014 Warszawa 

Phase of the study Non-commercial Phase II clinical study 

Study site KeyClinic LLC 
ul. Nowogrodzka 47a 
00-695 Warszawa 

Study rationale Treatment resistance develops in approximately 30% of patients with 
depression (treatment-resistant depression, TRD). Compared with treatment-
responsive depression, TRD is characterized by more frequent relapses and a 
higher risk of suicide. The probability of achieving a satisfactory clinical 
response decreases with each subsequent stage of pharmacological 
treatment. Given the suboptimal effectiveness of currently available 
therapeutic options for depression, there is a clear need to investigate novel 
treatment strategies. 
The antidepressant properties of psilocybin have been demonstrated in 
recent preclinical and clinical studies, including those involving patients with 
TRD. In previous TRD trials with psilocybin, antidepressant medications were 
discontinued for at least two weeks prior to administration. The requirement 
to cease oral pharmacotherapy represents a substantial limitation for a subset 
of patients with TRD, for whom discontinuation of antidepressant medication 
is associated with significant clinical deterioration. 
The primary objective of this study is to evaluate the short-term efficacy of 
psilocybin combined with psychotherapy as an adjunctive treatment to 
ongoing oral selective serotonin reuptake inhibitor (SSRI) therapy in TRD, 
compared with standard treatment. Additional objectives include assessing 
the long-term efficacy of psilocybin in reducing the severity of depressive 
symptoms in TRD, as well as comparing the efficacy, safety, and tolerability of 
psilocybin administered as an adjunct to SSRI therapy versus psilocybin 
administered following gradual SSRI discontinuation. 

Eligibility criteria Inclusion criteria: 
 
1. Signed Informed Consent Form (ICF). 
 
2. Age between 18 and 75 years (inclusive) at the screening visit (W0). 
 
3. Single or recurrent Major Depressive Episode of moderate or severe 
intensity, according to DSM-5 criteria, lasting ≥ 3 months, confirmed through 
clinical assessment and medical documentation, and documented using the 
Mini International Neuropsychiatric Interview (M.I.N.I.) version 7.0.2. 
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4. Score ≥ 20 points on the HDRS-17 at both the screening visit (W0) and visit 
W1. 
 
5. Lack of therapeutic response to at least two antidepressant medications 
administered at an adequate dose for a minimum of 6 weeks each during the 
current depressive episode. 
 
6. Ongoing treatment at the time of study enrolment with one of the following 
SSRIs: fluoxetine, fluvoxamine, citalopram, or escitalopram, at no less than 
the minimum approved therapeutic dose, for at least 6 weeks prior to visit 
W0. 
 
7. If the participant is engaged in an ongoing psychotherapeutic process, it 
must have been maintained for at least 3 months prior to the screening visit. 
 
8. Ability to complete all protocol-required assessments without assistance 
and to participate in all study procedures as specified in the protocol. 
 
9. Negative urine pregnancy test at visits W0 and W1 for women of 
childbearing potential. 
 
10. Women of childbearing potential, and men with a partner of childbearing 
potential, must be willing to use effective contraception throughout the 
entire duration of the study and for 6 months following administration of the 
last study dose. 
 
11. No participation in any other interventional clinical trial during the course 
of this study. 
 
12. Ability to understand and provide informed consent for participation in 
this study, including acknowledgement of the requirements and restrictions 
outlined in the ICF and in this protocol. 
 
Exclusion criteria: 
 
1. Current or past diagnosis of bipolar disorder or any psychotic disorder, 
including schizophrenia, schizoaffective disorder, major depressive disorder 
with psychotic features, or brief psychotic disorder, confirmed through 
clinical assessment, review of medical documentation, and the Mini 
International Neuropsychiatric Interview (M.I.N.I.) version 7.0.2. 
 
2. Comorbid substance use disorder(s) (including alcohol use disorder), 
diagnosed based on clinical assessment and review of medical 
documentation. 
 
3. Comorbid personality disorder(s)—paranoid, schizoid, schizotypal, 
antisocial, borderline, histrionic, narcissistic—or any other co-occurring 
psychiatric condition which, in the investigator’s opinion, may interfere with 
the interpretation of study results or pose a risk to the Participant. 
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4. Significant suicide risk defined as: (1) suicidal ideation corresponding to 
Items 4 or 5 on the Columbia-Suicide Severity Rating Scale (C-SSRS) within the 
past year, identified at screening or baseline; or (2) suicidal behaviour within 
the past year; or (3) clinical judgement indicating substantial suicide risk 
during the interview with the Participant. 
 
5. Depressive symptoms secondary to other severe comorbid medical 
conditions, as assessed by the investigator. 
 
6. Use of medications other than those permitted by the protocol within 2 
weeks following visit W1. 
 
7. Other personal circumstances or behaviours that, in the investigators’ 
judgement, constitute a contraindication to psilocybin exposure and/or 
participation in study procedures. 
 
8. Use of psilocybin within the past year and/or use of psychedelic substances 
during the current depressive episode. 
 
9. Cardiovascular disease: recent stroke (<1 year prior to ICF signing), recent 
myocardial infarction (<1 year prior to ICF signing), unstable coronary artery 
disease, poorly controlled hypertension (systolic blood pressure >140 mmHg 
and/or diastolic >90 mmHg in two measurements at W0 or W1), clinically 
significant arrhythmia, or heart failure. 
 
10. Poorly controlled insulin-dependent or non–insulin-dependent diabetes, 
as assessed by the investigator. 
 
11. Epilepsy or other neurological disorders that, in the investigator’s 
judgement, may interfere with the interpretation of study results or pose a 
risk to the Participant. 
 
12. Any other clinically significant disease of the cardiovascular, pulmonary, 
gastrointestinal, hepatic, or renal systems, or any other comorbid condition 
that, in the investigator’s opinion, may interfere with study assessments or 
pose a health risk to the Participant. 
 
13. Abnormal and clinically significant findings on physical examination, vital 
signs, ECG (including QTc >450 ms), or laboratory tests obtained at screening 
(W0). 
 
14. Positive urine drug screen at visits W0 or W1. 
Participants with a positive urine drug screen at W0 may remain eligible under 
the following conditions: 
• the positive result is attributable to prescribed psychostimulants, opioids, 
or medical cannabis, confirmed by medical documentation; 
• the prescribed psychostimulant(s), opioid(s), or medical cannabis will be 
discontinued after W0, no later than 2 weeks before visit W1; 
• a negative urine drug test is obtained at visit W1. 
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15. Current participation in any clinical trial or participation in another clinical 
trial within 30 days prior to the screening visit. 
 
16. Pregnancy or breastfeeding. 
 
17. Inability to provide informed consent. 
 
18. Any other condition that, in the investigator’s judgement, would expose 
the Participant to unacceptable risk during the study. 

Sample size 248 participants (62 participants per each of the four study arms) 

Study description This is a randomised, open-label, controlled clinical trial designed to evaluate 

the efficacy and safety of psilocybin in the treatment of TRD, administered 

either concurrently with a SSRI or following its gradual discontinuation, in 

comparison with standard SSRI treatment. Treatment resistance is defined as 

insufficient clinical response to at least two antidepressant medications from 

two different pharmacological classes, administered at adequate doses and 

for an adequate duration. 

The study consists of two randomised, open-label parts (A and B), each 

including two arms. Part A aims to compare the efficacy of psilocybin as an 

adjunctive treatment to SSRIs with standard SSRI therapy in TRD. Part A 

includes: 

• Arm 1 (experimental arm) – Participants receive standard SSRI therapy 

together with two doses of psilocybin administered 2 weeks apart, 

accompanied by targeted psychotherapeutic interventions. 

• Arm 2 (control arm) – Participants receive standard SSRI therapy and 

standard psychotherapeutic support. 

Part B aims to compare the efficacy and safety of psilocybin administered as 

an adjunct to an SSRI with psilocybin monotherapy following gradual 

discontinuation of ongoing antidepressant treatment. Part B will include both 

newly enrolled Participants and Participants from Arm 2 of Part A who, after 

completing Part A, continue to meet eligibility criteria and provide informed 

consent for participation. 

• Arm 3 – Participants receive psilocybin with an SSRI alongside targeted 

psychotherapeutic interventions. 

• Arm 4 – Participants receive psilocybin with targeted psychotherapeutic 

interventions after gradual SSRI discontinuation. 

Both parts of the study comprise a screening phase (4 weeks in Part A and 6 

weeks in Part B), an experimental phase (8 weeks), and a follow-up phase (24 

weeks). 

In Part A participants are randomised to Arm 1 or Arm 2 at visit W1. In Part B, 

randomisation of eligible Participants to Arm 3 or 4 is performed at visit W1B 

(5 weeks prior visit W1 - the start of the experimental phase). Participants 

randomised to Arm 4, will gradually taper SSRI, with complete discontinuation 

at least 2 weeks prior W1 (4 weeks for fluoxetine). 

 In Arms 1, 3 and 4, psilocybin 25 mg is administered orally twice, 2 weeks 

apart. Each experimental session lasts at least 6 hours, with the presence of 

two trained psychotherapists and clinical oversight provided by a psychiatrist. 

The first psilocybin administration is preceded by three preparatory 
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psychotherapeutic sessions. Each psilocybin administration is followed with 

three integration psychotherapy sessions.  

The active comparator in Part A is one of the following SSRIs: escitalopram, 

citalopram, fluoxetine, or fluvoxamine, administered as standard treatment 

for depression. Standard psychotherapy includes nine sessions delivered in an 

integrative approach incorporating cognitive-behavioural therapy, 

acceptance and commitment therapy, and mindfulness-based strategies. 

Short-term efficacy is assessed based on the change in Hamilton Depression 

Rating Scale (HDRS-17) score between visit W1 and visit W13 (1 week after 

completion of treatment). Long-term efficacy will be assessed based on the 

change in HDRS-17 score between visit W1 and visit W15 (24 weeks after 

completion of treatment). 

Safety and tolerability is evaluated based on the frequency and severity of 

adverse events; changes in vital signs and laboratory parameters (complete 

blood count, biochemistry, urinalysis, electrocardiogram); and the presence 

and severity of suicidal ideation and behaviour assessed using the Columbia-

Suicide Severity Rating Scale. 

Additional analyses will include: the intensity of the psychedelic experience 

after psilocybin administration when used adjunctively to an SSRI versus after 

SSRI discontinuation; changes in measures of quality of life, anxiety, 

psychological flexibility, and substance use at 1 week and 24 weeks after 

treatment compared with baseline; changes in peripheral brain-derived 

neurotrophic factor (BDNF), prolactin (PRL), adrenocorticotropic hormone 

(ACTH), and cortisol levels, as well as EEG parameters following experimental 

sessions compared with baseline. 

 

Planned study duration 39 months  

Planned recruitment 

period 

September 2026 – March 2029 

Objectives and 

endpoints of the study 

 

Objectives 

 

Endpoints 

Primary Assessment of the short-term 

efficacy of psilocybin, administered 

together with psychotherapeutic 

interventions as an adjunctive 

treatment to an SSRI, in reducing 

the severity of depressive 

symptoms. 

Change in HDRS-17 score from 

baseline to Week 1 post-treatment. 

 

 

Secondary 1. Assessment of the short-term 

efficacy of psilocybin, administered 

together with psychotherapeutic 

interventions either as an adjunct 

to SSRI therapy or following its 

gradual discontinuation, in 

reducing the severity of depressive 

symptoms. 

 

2. Assessment of the long-term 

1. Change in HDRS-17 score from 

baseline to Week 1 post-treatment. 

 

 

 

 

 

 

 

 2. Change in HDRS-17 score from 
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efficacy of psilocybin, administered 

together with psychotherapeutic 

interventions either as an adjunct 

to SSRI therapy or following its 

discontinuation, in reducing the 

severity of depressive symptoms. 

 

3. Assessment of short- and long-

term response rate to psilocybin 

administered together with 

psychotherapeutic interventions 

either as an adjunct to SSRI therapy 

or following its discontinuation. 

 

4. Assessment of short- and long-

term remission rate to psilocybin 

administered together with 

psychotherapeutic interventions 

either as an adjunct to SSRI therapy 

or following its discontinuation. 

 

5. Assessment of the short- and 

long-term effects of psilocybin, 

administered together with 

psychotherapeutic interventions 

either as an adjunct to SSRI therapy 

or following its discontinuation, on 

subjective depressive symptom 

severity. 

 

6. Assessment of the short- and 

long-term effects of psilocybin on 

depression severity.  

 

7. Assessment of the short- and 

long-term effects of psilocybin on 

improvement or deterioration of 

mental health status. 

 

8. Assessment of the safety and 

tolerability of psilocybin 

administered together with 

psychotherapeutic interventions 

either as an adjunct to SSRI therapy 

or following its discontinuation 

 

 

 

baseline to Week 24 post-treatment. 

 

 

 

 

 

 

3. Proportion of Participants achieving 

a therapeutic response (defined as 

≥50% reduction in HDRS-17 score from 

baseline) at Week 1 and Week 24 post-

treatment. 

 

 

4. Proportion of Participants achieving 

remission (defined as HDRS-17 score < 

8) at Week 1 and Week 24 post-

treatment. 

 

 

 

5. Change in BDI score from baseline to 

Week 1 and Week 24 post-treatment. 

 

 

 

 

 

 

 

6. Change in CGI-S score from baseline 

to Week 1 and Week 24 post-

treatment. 

 

7. CGI-I score at Week 1 and Week 24 

post-treatment. 

 

 

 

8a. Incidence of positive responses to 

Items 4 or 5 on the C-SSRS, or any 

suicidal behaviour. 

8b. Severity and incidence of adverse 

events. 

8c. Incidence of clinically significant 

ECG abnormalities. 

8d. Incidence of clinically significant 

changes in laboratory parameters. 
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8e. Incidence of clinically significant 

changes in vital signs. 

Exploratory 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Assessment of the short- and long-

term effects of psilocybin, 

administered together with 

psychotherapeutic interventions 

either as an adjunct to SSRI therapy 

or following its discontinuation, on: 

 

1. the severity of anhedonia; 

 

2. on quality of life; 

 

3. the severity of anxiety 

symptoms; 

 

4. psychological flexibility; 

 

5. alcohol, drugs, and nicotine use; 

 

6. the frequency of emergency 

medical service utilisation. 

 

7. peripheral BDNF levels. 

 

8. Assessment of the intensity of 

the psychedelic experience 

following psilocybin administration 

as an adjunct to SSRI therapy or 

after its gradual discontinuation. 

 

9. Assessment of the effects of 

psilocybin, administered together 

with psychotherapeutic 

interventions either as an adjunct 

to SSRI therapy or following its 

discontinuation, on peripheral 

levels of PRL, cortisol, and ACTH. 

 

10. Assessment of the effects of 

psilocybin, administered together 

with psychotherapeutic 

interventions either as an adjunct 

to SSRI therapy or following its 

discontinuation, on 

neuroplasticity-related changes in 

brain activity. 

1. Change in DARS score from baseline 

to Week 1 and Week 24 post-

treatment. 

 

2. Change in EQ-5D-3L score from 

baseline to Week 1 and 24 post-

treatment. 

 

3. Change in GAD-7 score from baseline 

to Week 1 and Week 24 post-

treatment. 

 

4. Change in SEQ, VQ, CFQ, CAQ-8, and 

MEAQ-30 scores from baseline to Week 

1 and Week 24 post-treatment. 

 

5a. Change in AUDIT score from 

baseline to Week 24 post-treatment. 

5b. Change in DUDIT score from 

baseline to Week 24 post-treatment. 

5c. Change in SRNU score from baseline 

to Week 24 post-treatment. 

 

6. Change in the frequency of 

emergency medical service utilisation 

from baseline to Week 24 post-

treatment. 

 

7. Changes in peripheral BDNF levels 

from baseline to 6–8 hours, 24 hours 

after psilocybin administration, and to 

Week 1 and Week 24 post-treatment. 

 

8. Scores on the EDI, MEQ, CEQ, and EBI 

scales assessed 6–8 hours after 

psilocybin administration. 

 

9. Changes in peripheral PRL, cortisol, 

and ACTH levels from baseline to 6–8 

hours and 24 hours after psilocybin 

administration. 

 

10a. Change in N1b and P2 amplitudes 

in the visual LTP paradigm from 

baseline to 24 hours and 2 weeks after 
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psilocybin administration. 

10b. Change in MMN response from 

baseline to 24 hours and 2 weeks after 

psilocybin administration. 

Statistical Analysis  The analysis of the primary endpoint (change in HDRS-17 score from baseline 

to Week 1 post-treatment) will be performed using a mixed-effects model for 

repeated measures (MMRM). All analyses will be conducted according to the 

intention-to-treat (ITT) principle, based on the Full Analysis Set (FAS) 

population. For categorical variables, chi-square tests, or Fisher’s exact test 

will be applied, as appropriate. Secondary endpoints will be analysed 

according to the predefined statistical hypotheses, using methods suitable for 

the nature of each variable (MMRM for continuous variables and chi-square 

or Fisher’s exact tests for categorical variables). Exploratory analyses will be 

descriptive and hypothesis-generating in nature. Missing data will be handled 

within the MMRM framework or imputed, and the impact of missingness will 

be evaluated through sensitivity analyses. Detailed analytical procedures will 

be specified in the Statistical Analysis Plan (SAP). 

 

 

 

Study schema 
 

 
 

* Upon completion of Part A, Participants from Arm 2 may be enrolled into Part B, subject to their 

consent to continue participation and confirmation of eligibility. 

** PAT – psilocybin-assisted psychotherapy 
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STUDY SCHEDULE 
 

Visit 
 

W0 W1B W1 W2 W3 W4 W5 W6 W7 W8 W9 W10 W11 W12 W13 W14 W15 

Week - 4. 
(part A) 

- 6. 
(part B) 

- 5.  0 1. 2. 3. 3. 3. 4. 5. 5. 5. 6. 7. 8. 20. 32. 

Day -28. 
(part A) 

-42 
(part B) 

-35. 
(+/- 2) 
(part 

B) 

0 3. 
(+/- 
2) 

10. 
(+/- 
2) 

17. 
(+/- 
2) 

18. 
(+/- 
2) 

19. 
(+/- 
2) 

25. 
(+/- 
2) 

33. 
(+/- 
2) 

34. 
(+/- 
2) 

35. 
(+/- 
2) 

42. 
(+/- 
2) 

49. 
(+/- 
2) 

56. 
(+/- 
2) 

140. 
(+/- 
7) 

224. 
(+/- 
7) 

Obtaining informed 
consent 

X                 

Obtaining informed 
consent – 
biobanking 1)  

 
X 

                

RANDOMIZATION  X 
(cz.B) 

X 
(cz.A) 

              

SSRI 
discontinuation  
(Arm 4.) 

 X                

Standard SSRI 
treatment (Arm 1., 
2., 3.) 

X X X X X X X X X X X X X X X X X 

Psilocybin 
administration 

      X*    X*       

Preparatory session    X* X* X*            

Integration session        X* X* X*  X* X* X*    
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Standard 
psychotherapy 
session  

   X** X** X**  X** X** X**  X** X** X**    

Medical history X                 

Eligibility criteria 
assessment 

X  X               

M.I.N.I. 7.0.2. X                 

HDRS-17 X  X     X*    X*   X X X 

MGH-ATRQ X                 

C-SSRS X 2) X 3) X 3) X 3) X 3) X 3) X 4)* X 3) X 3) X 3) X 4)* X 3) X 3) X 3) X 3) X 3) X 3) 

Physical 
examination 

X              X  X  X  

Vital signs (BP, HR, 
SaO2, T, RR) 

X  X    X 5)* X*   X 5)* X*   X X X 

ECG X       X*    X*   X X X 

Blood collection for 
biobanking 1) 

  X               

Haematology and 
biochemistry tests 

6) 

X              X  X 

Additional blood 
tests10) 

X                 

Blood test - BDNF   X    X 7)* X*   X 7)* X*   X  X 

Blood tests – PRL, 
cortisol, ACTH 

  X*    X 7)* X*   X 7)* X*      

Urinalysis  X              X  X 

Urine drug test X  X   X*    X*        

Pregnancy test X  X   X*    X*        

CGI-S   X   X*  X*  X*  X*   X X X 

CGI-I        X*  X*  X*   X X X 
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UFEC   X            X X X 

EEG    X 11)     X*  X*  X*  X* X**   

Hunter’s criteria       X 5)*    X 5)*       

Discharge criteria       X 8)*    X 8)*       

Contraceptive use X X X X X X X* X X X X* X X X X X X 

Concomitant 
medications 

X X X X X X X* X X X X* X X X X X X 

Adverse events 
assessment 

X X X X X X X* X X X X* X X X X X X 

SELF-ASSESSMENT SCALES 

AUDIT   X            X X X 

DUDIT   X            X X X 

SRNU   X            X X X 

EQ-5D-3L   X            X X X 

GAD-7   X     X*    X*   X X X 

BDI   X     X*    X*   X X X 

VQ   X     X*    X*   X X X 

CFQ   X     X*    X*   X X X 

CAQ-8   X     X*    X*   X X X 

MEAQ-30   X     X*    X*   X X X 

SEQ   X     X*    X*   X X X 

DARS   X     X*    X*   X X X 

EDI       X 7)*    X 7)*       

MEQ       X 7)*    X 7)*       

CEQ       X 7)*    X 7)*       

EBI       X 7)*    X 7)*       

IPPS   X*    X 9)*           
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* Arm 1., 3., 4. 

** Arm 2. 
1) optional; following the patient’s separate informed consent 
2) C-SSRS – Baseline version 
3) C-SSRS – Since Last Visit version 
4) C-SSRS – Since Last Visit version, “Suicidal Ideation” section only; at least 8 hours after psilocybin administration 
5) prior to psilocybin administration, then every 2 hours for 8 hours 
6) C-reactive protein (CRP), creatinine, urea, sodium, potassium, alanine aminotransferase (ALT), aspartate aminotransferase (AST), gamma-glutamyltransferase (GGT), total 

bilirubin, thyroid-stimulating hormone (TSH), glucose, lipid profile 
7) 6–8 hours after psilocybin administration 
8) at least 8 hours after psilocybin administration 
9) prior to psilocybin administration 
10) vitamin D3, vitamin B12, thyroid-stimulating hormone (TSH), triiodothyronine (FT3), thyroxine (FT4), C-reactive protein (CRP), lipid profile 
11) the assessment may be performed on Day 0, 1, or 2, but no later than 1 day before visit W2 

 

 

ACTH – adrenocorticotropic hormone, AUDIT – Alcohol Use Disorders Identification Test, BDI – Beck Depression Inventory, BMI – Body Mass Index, BP – Blood Pressure, C-SSRS – Columbia-

Suicide Severity Rating Scale, CAQ-8 – Committed Action Questionnaire-8, CEQ – Challenging Experience Questionnaire, CFQ – Cognitive Fusion Questionnaire, CGI-I – Clinical Global 

Impression – Improvement, CGI-S – Clinical Global Impression – Severity, DARS – Dimensional Anhedonia Rating Scale, DUDIT – Drug Use Disorders Identification Test, EBI – Emotional 

Breakthrough Inventory, EDI – Ego Dissolution Inventory, EQ-5D-3L – EuroQol 5-Dimension 3-Level Questionnaire, FT3 – Triiodothyronine, FT4 – Thyroxine, GAD-7 – Generalized Anxiety 

Disorder Questionnaire, HDRS-17 – Hamilton Depression Rating Scale, 17-item version, HR – Heart Rate, IPPS – Imperial Psychedelic Experience Prediction Scale, MEAQ-30 – 

Multidimensional Experiential Avoidance Questionnaire-30, MEQ – Mystical Experience Questionnaire, MGH-ATRQ – Massachusetts General Hospital Antidepressant Treatment Response 

Questionnaire, M.I.N.I. 7.0.2 – Mini-International Neuropsychiatric Interview, version 7.0.2, PRL – Prolactin, RR – Respiratory Rate, SEQ – Self-Experience Questionnaire, SRNU – Self-

Reported Nicotine Use, T – Temperature, UFEC – Utilisation Frequency of Emergency Care, VQ – Valuing Questionnaire
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