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1. Ethics
[bookmark: _Toc288119229][bookmark: _Toc316891199][bookmark: _Toc319071401][bookmark: _Toc502741789]Independent Ethics Committee or Institutional Review Board
The study protocol and amendments were reviewed and approved by a National Research Ethics Service (20/EE/0014).
[bookmark: _Toc288119230][bookmark: _Toc316891200][bookmark: _Toc319071402][bookmark: _Toc502741790]Ethical conduct of the study
The trial was conducted according to the protocol and in compliance with the principles of the Declaration of Helsinki (1996) as amended, the principles of Good Clinical Practice (GCP) and in accordance with Medicines for Human Use (Clinical Trials) Regulations 2004, as amended, the Research Governance Framework for Health and Social Care, the Data Protection Act 1998 and other regulatory requirements as appropriate. The trial protocol and substantial amendments were reviewed by the United Kingdom (UK) Medicines and Healthcare products Regulatory Agency (MHRA)
[bookmark: _Toc288119231][bookmark: _Toc316891201][bookmark: _Toc319071403][bookmark: _Toc502741791]Subject information and consent
[bookmark: _Hlk6495129]Participants were identified and recruited from the memory, community and inpatient services of Mental Health of Older Adult services, within the South London & Maudsley NHS Trust (SLaM). Participants were identified and recruited through a number of channels in this study:
1) Direct referrals by staff in SLaM dementia clinical services within MHOA (Mental Health Services for Older Adults). Staff were aware of the research work within the Department of Old Age Psychiatry through regular communication and presentation and talk by CI in their MDT to inform of the study. Researchers also attended their MDTs to remind clinicians and identify potential participants. The clinicianscontacted us directly or passed on our contact details to patients.
2) We utilised the SLaM 'Consent for Contact' initiative in order to recruit Trust patients and followed the related Trust policy. The aim of C4C is to allow approved researchers to use a computerised retrieval system developed by the Biomedical Research Centre: the Clinical Research Interactive Search (CRIS), to access service users’ contact details and limited clinical information; thereby screening for service users who have agreed that researchers can contact them if they seem suitable and invite them to participate in a research project. Researchers using C4C are required to notify the patient’s care team prior to contacting a patient, so the responsible clinician is aware their patient is being invited to take part in a research study. Once the patient’s care team gave their approval, we contacted those individuals with more information about the study and potential participation. The C4C gives an indication of  who can be contacted about the research (participant, legal representative or caregiver) and whether the participant has capacity to consent. Those who agree to take part in the study were invited for a screening visit. CRIS has NHS ethics and National Information Governance Board (NIGB) approvals to be used as a recruitment tool for research within SLaM.
2. Data Monitoring
Although this was a small feasibility trial an independent Data Monitoring Committee (IDMC) was constituted to act in an advisory capacity to review accumulating data and to monitor patient safety and outcome and met about 4 times in total- i.e., before the commencement of study recruitment, after commencement of trial recruitment, following end of trial and then analysis of the results. The members of the IDMC for this trial were: (1) Dr Kallur Suresh (Chair and clinician) (2) Prof Ruth Pickering (statistician) (3) Dr Abi Fadipe (clinician). 
If more details needed- Given the COVID-19 pandemic, the meetings were conducted virtually. (18.12.2020; 27.08.2021; 13/07/2022; 20.01.2023)

3. Sponsors, Investigators and Trial Sites

	Co-Sponsors 
King’s College London and South London & Maudsley NHS Foundation Trust

	
	

	
Chief Investigator 
Dr Latha Velayudhan, King’s College London

	
 



	Single trial site
South London & Maudsley NHS Foundation Trust


	4. Co-Investigator(s), Statistician, Laboratories, Database Management

	Co-Investigators
Prof Sagnik Bhattacharyya, King’s College London
Prof Dag Aarsland, King’s College London

	

	Database managed by Castor EDC 
	

	Laboratory: Mass spectrometry Facility at King’s College London (Waterloo campus)
	

	
	

	
	

	
	





5. Study Synopsis

	Title of clinical trial 

	A pilot trial for CANnabidiol for Behavioural Symptoms in Alzheimer’s Disease

	Protocol Short Title/Acronym 

	CANBiS-AD

	Study Phase 

	Phase II

	Sponsor name 

	King’s College London and South London & Maudsley NHS Foundation Trust

	Chief Investigator 

	Dr Latha Velayudhan

	Eudract number 

	2019-002106-52

	REC number 

	20/EE/0014

	IRAS project ID: 	

	262408

	Medical condition or disease under investigation 

	Alzheimer’s disease

	Purpose of clinical trial 

	To evaluate the feasibility of conducting a future fully powered randomised clinical trial (RCT) to investigate whether cannabidiol (CBD) added to treatment as usual, in people with Alzheimer’s disease (AD) and Behavioural and Psychological Symptoms of Dementia (BPSD) is (i) is safe and tolerated well and (ii) can alleviate BPSD symptoms.

	Primary objective 

	Acceptability: To investigate the acceptability of the randomisation procedure and delivery of the intervention (CBD or placebo in capsule form) to the AD patients and carers. 
Retention: To measure the study retention rate (follow-up rates).
Compliance: To assess compliance with treatment (adherence).

	Secondary objective (s) 

	To measure key outcome domains for patients including clinical measures -BPSD, cognition, quality of life, smell functioning, daily functioning and carer’s distress.
To assess the safety (adverse events) and tolerability (side-effects) of CBD treatment.
To describe the variance and distribution of quantitative outcomes to pilot effect sizes and inform the design and sample size calculation in the future large-scale RCT.
To investigate the acceptability of the questionnaires used to measure the key outcome domains (percentage of completion rates).

	Trial Design 

	Double-blind, placebo-controlled, 1:1 randomised controlled trial (RCT) design.

	Endpoints 

	Primary endpoints:
· Recruitment: number of participants recruited, consented and randomised in 9 months
· Percentage of participants compliant* with treatment by the end of 6 weeks.
· Retention rate (measured by drop-out) by the end of 6 weeks of treatment
*defined as at least 60% of the dose taken, measured by pill count.

Secondary endpoints: 
Change in mean score at the end of 6-week treatment for following measures:
NeuroPsychiatry Inventory (NPI-C)
Standardised Mini-Mental State Examination (SMMSE)
Addenbrooke’s Cognitive Examination-III (ACE-III)
Hopkins Verbal Learning Test (HLVT) 
Cohen Mansfield Agitation Inventory
Clinical Global Impression of Change (CGIC) 
DEMQOL and DEMQOL-Proxy
Bristol Activities of Daily Living Scale (BADLS)
University of Pennsylvania Smell Identification Test (UPSIT)

Tolerability: Assessed by self-report of side-effects, medication discontinuation.


	Planned number of subjects

	Total 40 patients with Alzheimer’s dementia and BPSD (n=20 per treatment arm).

	Summary of eligibility criteria 

	Inclusion criteria: 
· Age 55 and above, from both genders.
· Living within the SLAM/South London region.
· Diagnosis of Alzheimer’s Disease (NINCDS-ADRDA).
· Clinical Dementia Rating score between 0.5-2.
· BPSD lasting for at least 2 weeks with total score on Neuropsychiatric Inventory (NPI) ≥4 and at least 1 item with score of 2 or more (frequency × severity) on one of the domains of anxiety, agitation, hallucinations or delusions.
· If treated with cholinesterase inhibitors (donepezil, rivastigmine or galantamine) and/or memantine, dosage must have been stable for at least 1 month. If cholinesterase inhibitors and/or memantine has been discontinued, they may enrol 1 month following discontinuation.
· Ability to participate in study evaluation and ingest oral medication.
· Reliable informant/caregiver.
· Written informed consent to participate.
Exclusion criteria:
· Presence or history of other psychiatric or neurological disorders (e.g. psychotic disorders, schizophrenia, major depressive illness including suicidal ideation, stroke, epilepsy) or severe intercurrent physical illness that could interfere with the conduct of the study.
· [bookmark: _Hlk30610800]Participants who answer "yes" on the C-SSRS Suicidal Ideation Item 4 or Item 5 (Active Suicidal Ideation with Some Intent to Act, Without Specific Plan, or Active Suicidal Ideation with Specific Plan and Intent) and whose most recent episode meeting the criteria for C-SSRS Item 4 or Item 5 occurred within the last 6 months, OR Participants who answer "yes" on any of the 5 C-SSRS Suicidal Behavior Items (actual attempt, interrupted attempt, aborted attempt, preparatory acts, or behaviour) and whose most recent episode meeting the criteria for any of these 5 C-SSRS Suicidal Behavior items occurred within the last 2 years, OR Participants who, in the opinion of the investigator, present a serious risk of suicide.
· a) Changes in dosage of antidepressants within 4 weeks before randomization and during study
OR
b) Changes in dosage antipsychotics or benzodiazepines within 2 weeks prior to randomization and during study.
· Use of co-medication that has a clinically relevant interaction with the CYP2C19 or CYP3A classes of liver enzymes will not be permitted from two weeks before inclusion until the end of the study.
· If the patient has participated in other interventional clinical studies within 30 days of baseline. 
· Female patients who are pregnant or lactating. 
· [bookmark: _Hlk31797062]Female patients of childbearing potential* who are not willing to use a highly effective method of contraception** for the duration of the trial (from the date of consent until entire study duration, i.e., until the 4 weeks follow up visit post-treatment) to prevent pregnancy or abstain from heterosexual activity. 
*Females of childbearing potential are females who have experienced menarche and are not surgically sterilised (e.g. hysterectomy or bilateral salpingectomy) or post-menopausal (defined as at least 1 year since last regular menstrual period). 

 ** Highly effective methods of birth control are those with a failure rate of < 1% per year when employed consistently and correctly, e.g. 
· combined (oestrogen and progestogen containing) hormonal contraception
associated with inhibition of ovulation:
o oral
o intravaginal
o transdermal
· progestogen-only hormonal contraception associated with inhibition of ovulation 1:
o oral
o injectable
o implantable 2
· intrauterine device (IUD)
· intrauterine hormone-releasing system ( IUS)
· vasectomised partner

[bookmark: _Hlk20124819]Sexual abstinence is considered to be highly effective method only if defined as refraining from heterosexual activity from the date of consent until end of entire study duration, i.e., until the 4 weeks follow up visit post-treatment. The reliability of this method should be evaluated in relation to the duration of the study and the preferred and usual lifestyle of the participant. 
· Known hypersensitivity to CBD gelatine or micro-crystalline cellulose. 
· Mechanistic sub-study only: Patients who have any contraindications to MRI, including: pacemakers, metallic foreign body in the eye, aneurysm clip in their brain, severe claustrophobia where patients would not be able to tolerate the scan, et cetera.

	IMP, dosage and route of administration 

	Cannabidiol (CBD) given in capsule form to be taken orally. Each CBD capsule contained 200mg of cannabidiol. 
1-3 capsules (200-600mg; variable dose as per protocol) to be taken once a day around mealtime.

	Active comparator product(s) 

	Matched placebo capsules were given to be taken orally for the placebo treatment arm.

	Maximum duration of treatment of a subject 

	6 weeks (1 week of 200mg; 1 week of 400mg and 4 weeks of 600mg).

	Version and date of protocol amendments 

	Version 1.0  26th Nov 2019
Version 2.0  28th Jan 2020
Version 3.0  26th Feb 2020
Version 4.0  5th October 2020
Version 4.1 22nd Feb 2021
Version 4.2 25th June 2021




6. Glossary of terms

Abbreviation 		Definition
AD			Alzheimer’s Disease
AE 			Adverse Events
BADLS			Bristol Activities of Daily Living Scale
BPSD			Behavioural and Psychological Symptoms of Dementia 
CBD 			Cannabidiol
CDR			Clinical Dementia Rating scale 
CGI			Clinical Global Impression 
CI			Chief Investigator 
CMAI			Cohen Mansfield Agitation Inventory
CRF			Case Report Form
C-SSRS			Columbia Suicide Severity Rating Scale 
HLVT			Hopkins Verbal Learning Test 
IMP			Investigational Medicinal Product 
NINCDS-ADRDA		National Institute of Neurological and Communicative Disorders and 				Stroke and the Alzheimer’s Disease and Related Disorders Association 
NPI 			Neuropsychiatric Inventory 
DEMQOL		Dementia Quailty of Life measure 
SAEs 			Serious Adverse Events
SARs 			Serious Adverse Reactions
SMMSE			Standardised Mini-Mental State Examination
SUSAR 			Serious Unexpected Serious Adverse Reactions
TAU			Treatment as Usual
THC			Delta-9-tetrahydorcannabinol
UPSIT			University of Pennsylvania Smell Identification Test
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7. Publication (reference)
Not applicable


8. Study period (years)


Date of first enrolment- 20th May 2021
Date of completion: 23rd May 2022.

The first patient’s first visit (FPFV), which was a screening visit where the patient was assessed for their eligibility in terms of participating in our study, was conducted on the 20th of May 2021. The last patient’s last visit (LPLV) was conducted on the 23rd May 2022.

The study had a brief pause in recruitment for about 8 weeks (Dec 2021 to Jan 2022) due to delays in approval and re-labelling and shipment of IMP supply. The overall delay in study start meant tight limitations for recruitment and IMP expiry (30th April 2022). This meant the final recruitment date for the study was 18th March 2022 to ensure that the patient recruited on that date completed the trial by the 30th of April 2022. A participant who was screened and eligible could not take part due to a family member ill with covid-19 infection and the covid restriction meant delay and missing participation due to end of recruitment date .

(More details, as below)
We faced a number of challenges due to multiple waves of the COVID-19 pandemic and risk to potential trial participants, who were already vulnerable to covid because of their age and co-morbid health conditions. As a result, trial start was delayed, and we were finally allowed to commence recruitment from May 2021. Any study using investigational medicinal product (IMP) such as the one that we carried out has to comply with a number of regulatory requirements in order to ensure that they are fit for human trial. As this study was the first of its kind using this product, the initial shelf-life certification of the CBD formulation used in the trial was based on shelf life of the drug substance (CBD) that went into making the CBD capsules with additional requirement for real life testing of the substance in parallel with the study. This protocol was approved by the UK drugs regulator (MHRA).  The delayed start to the trial (originally anticipated around April 2020) meant that we were approaching shelf-life (which was approved to be 18 months by the UK regulator MHRA, UK) expiry of study drug within a few months of recruitment initiation. Given the ongoing pandemic-related restrictions, approval of extension to shelf-life by the regulator (MHRA), re-labelling of study drug (IMP), shipment of IMP to study site etc took longer than would have happened otherwise. As a result, the study had to be paused for about 8 weeks (Dec 2021 to Jan 2022) while all these activities to comply with regulatory requirements were completed. Further, this also meant that the shelf-life extension that was allowable by the regulator (MHRA) as per original protocol was also limited in light of expiry of the CBD drug substance (a 3 -year shelf of the drug substance) that was used to formulate the CBD capsules. Hence, on that basis, the extended shelf-life of the CBD capsule used in the study was approved by MHRA as 30th April 2022. This meant that the final recruitment date for the study was 18th March 2022 to ensure that the patient recruited on that date completed the trial by the 30th of April 2022.



9. Phase of development
Phase IIa


10. Objectives
The primary objectives of this feasibility trial were to assess recruitment rates to the trial, measure the study retention rate and to assess compliance with treatment (adherence).

Secondary Objectives were to measure key outcome domains for patients including clinical measures -BPSD, cognition, quality of life, smell functioning, daily functioning and carer’s distress and to assess the safety (adverse events) and tolerability (side-effects) of CBD treatment.



11. Background and Context
[bookmark: _Hlk496702130]
[bookmark: _Hlk496865276]Currently 850,000 people in the UK suffer from dementia, with this number set to rise rapidly over the next few decades as a result of our ageing population (Prince et al., 2014). Alzheimer’s dementia (AD) is the most common form of dementia, accounting for around 62% of cases (Prince et al., 2014). Along with memory problems and functional impairment, people with AD often suffer from a range of other difficulties. These are often referred to as Behavioral and Psychological Symptoms of Dementia (BPSD) (Finkel et al., 1996). These symptoms include depression, anxiety, apathy, delusions, hallucinations, sleep disturbance, agitation, motor aberrant disorder, euphoria, appetite disturbances, irritability and disinhibition (McKeith and Cummings, 2005). Ninety-eight percent of patients with AD experience BPSD over the course of their disease (Cerejeira et al., 2012; Zhao et al., 2016), where the majority of patients with dementia in the community, hospital and care homes suffer from them (Apostolova and Cummings, 2008; Siafarikas et al., 2017). BPSD are associated with worsening memory, progression to more severe stages of dementia (Canevelli et al., 2013) as well as individual suffering and impairment in activities of daily living and considerable burden for caregivers (Feast et al., 2016; Okura et al., 2010). Furthermore, BSPD increase the risk of secondary complications such as falls and fractures, leading to emergency admissions, earlier institutionalisation and death (Nourhashemi et al., 2001; Toot et al., 2017; Okura et al., 2011), and are associated with significantly higher costs of therapy and caregiving (Beeri et al., 2002; Morris et al., 2015). Treatment of patients with BPSD remains a challenge for clinicians and healthcare teams across all settings: community, emergency, in-patient, and care homes. 

In recent years, there has been growing interest in certain substances found in the cannabis plant as well as related synthetic chemicals (also known collectively as cannabinoids) as a novel and promising source of pharmaceuticals for several neurodegenerative disorders including AD (Velayudhan et al., 2014). Interest in the therapeutic potential of CBD has stemmed from evidence of its broadly opposite effects to that of THC at both the neural and the behavioural level (Bhattacharyya et al., 2010, Bhattacharyya et al., 2015a, Bhattacharyya et al., 2012). Supporting evidence that CBD may be useful in treating anxiety has emerged from different studies. CBD has been shown to reduce anxiety induced by THC in healthy volunteers (Zuardi et al., 1982). It has also been shown to reduce anxiety induced by experimental stress exposure in healthy individuals and in patients with social anxiety (Zuardi et al., 1993, Zuardi et al., 2017, Bergamaschi et al., 2011a). Collectively, these studies suggest that CBD can normalise the function of brain areas that play a role in anxiety (Fusar-Poli et al., 2009, Crippa et al., 2004, Bhattacharyya et al., 2010) and psychosis (Bhattacharyya et al., 2010, Bhattacharyya et al., 2012, Bhattacharyya et al., 2015a). In addition, evidence suggests that cannabinoid-based medications may be useful in treating pain, inflammation and vomiting (Robson, 2014, Liu et al., 2015, van den Elsen et al., 2014). These effects are also going to be useful in elderly people, such as patients with AD.

Anxiety, agitation and psychotic symptoms are some of the most challenging symptoms of BPSD to manage in patients with AD. Collectively, studies not only suggest that CBD may be useful in treating these symptoms, they have also generated extensive evidence suggesting that it is safe to use CBD in man (Bergamaschi et al., 2011b, Iffland and Grotenhermen, 2017) and particularly in the elderly (van den Elsen et al., 2014).



1. Methodology
Investigators wanted to evaluate the feasibility of conducting a future fully powered randomised clinical trial (RCT) to investigate whether cannabidiol (CBD) added to treatment as usual, in people with Alzheimer’s disease (AD) and Behavioural and Psychological Symptoms of Dementia (BPSD) is (i) is safe and tolerated well and (ii) can alleviate BPSD symptoms.

Trial design: Double-blind, placebo-controlled, 1:1 randomised controlled trial (RCT), wherein participants were allocated randomly to either the active or placebo arm and received treatment for 6 weeks.

Trial Duration:  Randomised patients had 6 study visits: Visit 1 (Screening; day -21 to -1); Visit 2  (Baseline; day=1 (+/- 3 days)); Visit 3 (day=8, (+/- 3 days)); Visit 4 (day= 15, (+/- 3 days));  Visit 5 (End of treatment; day= 43, (+/- 3 days)) and Visit 6 (final safety visit; day= 71, (+/- 3 days)). Study drug was initiated following all assessments at Visit 2 (Baseline).

Weekly telephone interviews for safety/compliance check to be conducted between Visit 4 and 5.

Trial Medication
Cannabidiol (CBD) oral capsules or matched placebo taken orally once a day

Dosing Regimen
Within the CBD arm, all patients started on 200 mg/day and thereafter received an increased dose of 400 mg/day from day 8 and 600mg/day from day 15.
Placebo arm patients received an identical number of capsules over the study period.


13. Number of patients (planned and analysed) 

13.1 Planned
Planned: 40 participants. 

13.2 Analysed

However, with the covid pandemic challenges and delays, leading to time lost during IMP relabeling and then early termination of the study due to the IMP expiry, we managed to consent and recruit 22 participants, of whom 16 were randomised. However, one participant withdrew the day before the baseline visit and IMP dispensing and administration. This patient had become very aggressive and unwell, daughter was finding it difficult to cope with the situation, didn’t think can participate in trial and wanted urgent community mental health team inputs.

So, finally we had 15 participants who received the treatment, all of whom completed the trial with no withdrawals and available for the analysis.


14. Diagnosis and main criteria for inclusion

Diagnosis- Alzheimer’s disease
[bookmark: _Toc52455000]Main inclusion criteria 
· Age 55 and above, from both genders; 
· [bookmark: _Hlk121917359]Diagnosis of AD according to the criteria of National Institute of Neurological and Communicative Disorders and Stroke and the Alzheimer's Disease and Related Disorders Association (NINCDS-ADRDA) (McKhann et al., 1984); 
· [bookmark: _Hlk121917458]Clinical Dementia Rating (CDR) (Morris, 1997) score between 0.5-2; 
· [bookmark: _Hlk121917236]BPSD lasting for at least 2 weeks with total score on Neuropsychiatric Inventory (NPI) ≥4 and at least 1 item with score of 2 or more (frequency × severity) on one of the domains of anxiety, agitation, hallucinations or delusions; 
· [bookmark: _Hlk121917507]If treated with cholinesterase inhibitors (donepezil, rivastigmine or galantamine) and/or memantine, dosage must have been stable for at least 1 month. If cholinesterase inhibitors and/or memantine has been discontinued, they may enrol 1 month following discontinuation.
· Ability to participate in study evaluation and ingest oral medication. 
· Reliable informant/caregiver.
· Written informed consent from participant or their legally authorised representative


15. Test product, dose and mode of administration
Cannabidiol capsules (200mg), up to 3 per day (600mg) once daily, administered orally.
Matched placebo capsules taken orally for the placebo treatment arm.

16. Duration of treatment
Duration of treatment: 6 weeks


17. Reference therapy, dose and mode of administration
Not applicable 


18. Criteria for evaluation: Endpoints
18.1 Feasibility 

Primary end-points: The first primary outcome was to assess the recruitment rates. Despite the delays and ongoing challenges due to the multiple waves of the COVID-19 pandemic, the study manged to recruite and randomise 16 participants in total over an approximate 9-month period from a single centre. The second primary outcome was to measure retention. Only one patient of the 16 randomised had dropped out before receiving the IMP. This equates to a drop-out rate of 6%, and thus a retention rate of 94% meeting our target. Final primary outcome of overall adherence rate was 100%. 

	18.2 Safety

Safety end-points
In total, 4 (27%) of the 15 patients experienced at least one treatment emergent adverse event - ‘Possibly’ or ‘Likely’ related [TEAE]. Most TEAEs were of mild or moderate intensity. 2 (13%) patients experienced TEAEs that were assessed as ‘likely related’. The most frequently reported likely ‘related’ TEAEs by preferred term [PT] were ‘dizziness’, ‘somnolence’ and ‘raised lived enzymes’ During the study, these events were mostly non-serious and of mild or moderate intensity. The one serious AE was a fall which was experienced by one of a participant in the placebo group and after the 6 weeks treatment period. There were no deaths reported in either group during the trial.


19. Statistical Methods

Analysis of feasibility variables
A single analysis was performed at the completion of the study, after all data was collected. No interim analyses were performed.
Two of the primary outcomes were the overall study adherence and retention rate. These were reported for each group and for the two groups combined. For the overall figure, corresponding 95% confidence intervals for the percentages are reported. These were calculated using the exact binomial method. Due to the feasibility nature of the trial, the analysis of all secondary outcomes was descriptive in nature. As the study was not powered to show a difference in outcomes between groups, no hypothesis tests were performed. 

Analysis of Safety Variables
The safety analysis focussed on the occurrence of adverse events (AE). These were summarised using descriptive methods only, with no hypothesis tests performed.   In addition to the number of AEs and specific details of the AEs, these were graded according to their intensity as mild, moderate or severe, and the numbers of each type were summarised. Each adverse event was judged to be related to the patients' participation in the study and the outcome of the AE was also detailed. 


20. Summary – Conclusions

20.1 Demographic data

Of those who were randomised and received treatment, the mean age was 77.91 (±8.08). There was only one male (6.7%) and the remaining participants were female (93.3%). There were two participants from Afro-Caribbean ethnicity and the rest were white Caucasians.
	
20.2 Primary outcome

The first primary outcome was to assess the recruitment rates. Despite the delays and ongoing challenges due to the multiple waves of the COVID-19 pandemic, the study manged to recruit and randomise 16 participants over an approximate 9-month period from a single centre. The second primary outcome was to measure retention. Only one patient of the 16 randomised had dropped out before receiving the IMP. This equates to a drop-out rate of 6%, and thus a retention rate of 94% meeting our target. Final primary outcome of overall adherence rate was 100%. 

Fig: Recruitment rate over time

[image: ]

Table 2: Adherence to study medication

	Variable
	Category
	All Patients [N=15]
n (%)
	TAU [N=7]
n (%)
	CBD [N=8]
n (%)

	
	
	
	
	

	% tablets taken
	<75%
	0 (0%)
	0 (0%)
	0 (0%)

	
	75% - 99%
	4 (27%)
	2 (29%)
	2 (25%)

	
	100%
	11 (73%)
	5 (71%)
	6 (75%)

	
	
	
	
	

	Adherent to 
	No
	0 (0%)
	0 (0%)
	0 (0%)

	medication (*)
	Yes
	15 (100%)
	15 (100%)
	15 (100%)

	
	
	
	
	


(*) Based on criteria of at least 75% of tablets taken


20.3 Safety results: 

Within the per protocol population (n= 15), a total of 13 AEs, were identified as ‘Possibly’ or ‘Likely’ treatment‐related and included in the safety analysis. Summary tables for AEs are presented in the appendix of this synopsis.

The proportion that experienced at least one SAE was 6.6% (n=1) which was a fall in a participant from placebo group after the treatment period. 

There were no deaths reported during the trial.

Incidence of adverse drug reactions (ADRs): 
There were no (n=0) Serious Adverse Reactions (SARs), no (n=0) unexpected SARs and no (n=0) SUSARs.


20.4 Conclusion
In conclusion, treatment with cannabidiol was well accepted with good retention and adherence. It was safe and tolerated. No new safety issues were raised and the safety profile of cannabidiol was similar to that seen in previous studies.


21. Date of Report

This is version 1.0 of the Clinical Study Report synopsis, dated 07/07/2023.


APPENDICES
																			

i) Summary of treatment‐emergent AEs in the per protocol population


	[bookmark: _Hlk8134846]System Organ Class

	Preferred Term

	Number of Subjects Experiencing the AE in Active Arm 
	Total Number of Occurrences of the AE

	Number of Subjects Experiencing the AE in Placebo Arm 
	Total Number of Occurrences of the AE


	Gastrointestinal disorders
	Nausea

	1 (12.5%)
	1
	1 (14.3%)
	2

	Investigations
	Liver enzymes raised
	1 (12.5%)
	2
	
	2

	Nervous system disorders
	Dizziness

	2 (25%)
	5
	
	5

	Psychiatric disorders
	Depression
Somnolence
	1 (12.5%)
1 (12.5%)
	1
2
	
	1
2




ii) Summary of treatment‐emergent ARs in the per protocol population: None

iii) Summary of treatment‐emergent SAEs in the study population: None
iv) Summary of treatment‐emergent SARs in the study population: None
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