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Appendix 1a: Summary of search strategy for MEDLINE
	Database
	Search
	Search terms
	Records

	MEDLINE (22 584)
	#1
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (safety OR efficacy OR management OR treatment OR remission))” 
Filters: Clinical Trial, English, Humans, from 2014 – 2025

	917

	
	#2
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
 Filters: Clinical Trial, English, Humans, from 2014 - 2025 

	21 326

	
	#3
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
 Filters: Clinical Trial, English, Humans, from 2014 – 2025

	341

	Total Results
	25 772

	No of duplicates removed
	2929

	New Total Number 
	22 823



Appendix 1b: Summary of search strategy for Cochrane
	Database 
	Search
	Search terms
	Records

	Cochrane (7616)
	#1
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (safety OR efficacy OR management OR treatment OR remission))” 
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	224

	
	#2
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	7313

	
	#3
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	79

	Total Results
	30 439

	No of duplicates removed
	2649

	New Total Number 
	27 790



Appendix 1c: Summary of search strategy for PsycINFO
	Database
	Search
	Search terms
	Records

	PsycINFO (12 413)
	#1
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (safety OR efficacy OR management OR treatment OR remission))” 
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	510

	
	#2
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	11 749

	
	#3
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	154

	Total Results
	40 203

	No of duplicates removed
	7891

	New Total Number 
	32 312



Appendix 1d: Summary of search strategy for EMBASE
	Database
	Search
	Search terms
	Records

	EMBASE (5029)
	#1
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (safety OR efficacy OR management OR treatment OR remission))” 
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	436

	
	#2
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	4527

	
	#3
	“((depression OR major depression OR major depressive disorder OR treatment resistant depression) AND (psychedelics OR psychedelic therapy OR psychedelic assisted therapy OR psychedelic assisted psychotherapy OR psilocybin OR psilocybin therapy OR psilocybin assisted therapy OR psilocybin assisted psychotherapy) AND (antidepressants OR SSRIs OR SNRIs OR lithium OR mirtazapine OR antipsychotics OR quetiapine OR olanzapine OR esketamine OR aripiprazole) AND (safety OR efficacy OR management OR treatment OR remission))”
Filters: with Publication Year from 2014 to 2025, with Cochrane Library publication date from Jan 2014 to Dec 2025, English, in Trials (Word variations have been searched)

	66

	Total Results
	37 341

	No of duplicates removed
	2719

	New Total Number 
	34 622





Appendix 2: Data extraction table of all included studies 
	Source
	County & Setting
	Psilocybin Dosage
	Control Dosage
	Depression Assessment 

	Study findings


	
	
	
	
	
	Baseline to Week 1

	Baseline to Week 3
	Baseline to Week 12/ 3 months

	Aaronson et al., 2025
	United States of America (USA)

Sheppard Pratt Hospital
	A single dose of 25 mg of synthetic psilocybin 

	No control group 
	MADRS 
QIDS-SR-16

	Mean change in MADRS score from baseline to week 1 was -19.4 (95% CI [-28.5 to -10.4; p =0.0002; Cohen’s d=2.8)

Mean change in QIDS-SR-16 score from baseline to week 1 was −8.4 (95% CI [−14.7 to −2.18]; p=0.006; Cohen’s d=1.4]

	Mean change in MADRS score from baseline to week 3 was -15.8 (95% CI [-25.4 to -6.268; p=0.002; Cohen’s d=2.2)

Mean change in QIDS-SR-16 score from baseline to week 3 was −7.4 (95% CI [−14.7 to −0.13]; p=0.045; Cohen’s d=1.1]

	Mean change in MADRS score from baseline to week 12 was -17.2 (95% CI [-25.2 to -9.1; p=0.0002; Cohen’s d=2.7)


Mean change in QIDS-SR-16 score from baseline to week 12 was −7.7 (95% CI [−14.0 to −1.3]; p=0.015; Cohen’s d=1.3]


	Carhart-Harris et al., 2016
	United Kingdom (UK)

The National Institute for Health Research/ Wellcome Trust Imperial Clinical Research Facility 

	Two oral doses of psilocybin: a low oral dose of 10 mg (two 5 mg capsules) on the first day of dosing and a high oral dose of 25 mg (five 5 mg capsules) on a second dosing day, 7 days apart
	No control group 
	MADRS
QIDS-SR-16
BDI
HAM-D

	Mean change in MADRS score from baseline to week 1 was -23.3 (95% CI [-17.1 to -29.5]; Hedge’s g=2.7; p=0.002)

Mean change in QIDS-SR-16 score from baseline to week 1 was −11.8 (95% CI [−9.15 to −14.35]; Hedge’s g=3.1; p=0.002) 



Mean change in BDI score from baseline to week 1 was −25.0 (95% CI [−20.1 to −29.9]; Hedge’s g=3.2; p=0.002)

Mean change in HAM-D score from baseline to week 1 was −14.0 (95% CI [−9.6 to −18.4]; Hedge’s g=2.4; p=0.003)

	Mean change in MADRS score from baseline to week 3   – not mentioned




Mean change in QIDS-SR-16 score from baseline to week 3 was −12.8 (95% CI [−9.9 to −15.6]; Hedge’s g=3.2; p=0.002) 



Mean change in BDI score from baseline to week 3 
- not mentioned



Mean change in HAM-D score from baseline to week 3    - not mentioned
	Mean change in MADRS score from baseline to 3 months  – not mentioned




Mean change in QIDS-SR-16 score from baseline to 3 months was -9.2 (95% CI [-5.69 to -12.71] Hedge’s g=2.0; p=0.003



Mean change in BDI score from baseline to 3 months was −18.5 (95% CI [−11.8 to −25.2]; Hedge’s g=2.0; p=0.002)

Mean change in HAM-D score from baseline to 3 months                 – not mentioned

	Carhart-Harris et al., 2018
	United Kingdom (UK)

The National Institute for Health Research/ Wellcome Trust Imperial Clinical Research Facility 

	Two oral doses of psilocybin (10 mg and 15 mg, 7 days apart) in a supportive setting
	No control group 
	QIDS-SR-16
BDI
HAM-D

	Mean change in QIDS-SR-16 score from baseline to week 1 was −0.9 (95% CI [−0.4 to −1.4]; Cohen’s d=2.2; p < 0.002) 

Mean change in BDI score from baseline to week 1 was −22.7 (95% CI [−17.6 to −27.8]; Cohen’s d=2.5; p < 0.001)

Mean change in HAM-D score from baseline to week 1 was −14.8 (95% CI [−11 to −18.6]; p < 0.001)

	Mean change in QIDS-SR-16 score from baseline to week 3 was −0.8 (95% CI [−0.25 to −1.3]; Cohen’s d=2.1; p=0.01) 

Mean change in BDI score from baseline to week 3.                – not mentioned



Mean change in HAM-D score from baseline to week 3   – not mentioned
	Mean change in QIDS-SR-16 score from baseline to 3 months  – not mentioned




Mean change in BDI score from baseline to 3 months was −15.3 (95% CI [−8.7 to −21.9]; Cohen’s d=1.4; p < 0.001)

Mean change in HAM-D score from baseline to 3 months                 – not mentioned



	Goodwin et al., 2022
	10 countries in Europe (the Czech Republic, Denmark, Germany, Ireland, the Netherlands, Portugal, Spain, and the United Kingdom) and North America (Canada and the United States).

22 sites
	COMP360: a proprietary, pharmaceutical-grade, synthetic formulation of psilocybin, was administered alongside psychological support.

COMP360 25 mg single dose treatment (5 x 5 mg capsule)

COMP360 10 mg single dose treatment (2 x 5 mg capsule and 3 x placebo capsules) 
	COMP 360 1mg single dose treatment (1 x 1 mg capsule and 4 x placebo capsules)  
	MADRS
HAM-D-17
	Mean change in MADRS score from baseline to week 1 – not mentioned
















Mean change in HAM-D-17 score from baseline to week 1                     – not mentioned
	Mean change in MADRS score from baseline to week 3 was −12.0 for the 25 mg group, −7.9 for the 10 mg group, and −5.4 for the 1 mg group. The difference between the MADRS score of the 25 mg group vs 1-mg group was −6.6 (95% CI [−10.2 to −2.9]; p<0.001) and between the 10-mg group vs 1-mg group was −2.5 (95% CI [−6.2 to 1.2]; p=0.18).

Mean change in HAM-D-17 score from baseline to week 3                      – not mentioned

	Mean change in MADRS score from baseline to week 12    – not mentioned
















Mean change in HAM-D-17 score from baseline to week 12      – not mentioned

	Goodwin et al., 2025
	10 countries in Europe (the Czech Republic, Denmark, Germany, Ireland, the Netherlands, Portugal, Spain, and the United Kingdom) and North America (Canada and the United States).

22 sites

	COMP360: a proprietary, pharmaceutical-grade, synthetic formulation of psilocybin, was administered alongside psychological support from trained therapists, to provide both physical and psychological safety.   

COMP360 25 mg single dose treatment (5 x 5mg capsule)

COMP360 10 mg single dose treatment (2 x 5 mg capsule and 3 x placebo capsules) 
	COMP 360 1mg single dose treatment (1 x 1mg capsule and 4 x placebo capsules)  
	MADRS

	Mean change in MADRS score from baseline to week 1   – not mentioned

	Mean change in MADRS score from baseline to week 3 was −12.1 for the 25 mg group, −8.7 for the 10 mg group, and −6.3 for the 1 mg group.
	Mean change in MADRS score from baseline to week 12    – not mentioned 





Appendix 3: Summary of percentage of adverse effects experienced by TRD patients for Mertens et al. (2026)

	Source
	Sample size
	Adverse Events (altered reality perception)
	n (%)

	Mertens et al., 2025
	143
	Pseudohallucination

Paraesthesia/dysesthesias

Synthesia

Paranoia 

Thought disorder

Hallucination

Brief psychosislike state

Delusional
	33 (21)

23 (14)

20 (13)

6 (3.8)

3 (1.9)

3 (1.9)

1 (0.6)

1 (0.6)



Note: At day 0, suicidal ideation (SI) was reported in 6 participants post 25 mg dose of psilocybin, 1 participant post 5 mg dose of psilocybin and 1 participant post nicotinamide (placebo) dose (Mertens et al., 2026). 



