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ABBREVIATIONS AND DEFINITIONS OF TERMS 
	AE
	Adverse Event

	BMI
	Body Mass Index (weight in kg divided by height in m2)

	CIB
	Clinical Investigators’ Brochure

	CRF
	Case Report Form

	CTN
	Clinical Trial Notification

	GCP
	Good Clinical Practice

	HHS
	Hospital and Health Service

	ICH
	International Conference on Harmonisation

	Hr
	Hour

	HREC
	Human Research Ethics Committee

	PANSS
	Positive and Negative Syndrome Scale

	NHMRC
	National Health and Medical Research Council

	SAE
	Serious Adverse Event

	SD
	Standard Deviation

	TAU
	Treatment as usual


1 Introduction

Functional deficits (i.e., social skill, community functioning) are a core feature of schizophrenia.  They represent key diagnostic criteria for the disorder that precede illness onset and are a strong predictor of outcome.  These deficits are not always improved via medication 
 ADDIN EN.CITE 

(Bellack et al., 2004; Hogarty et al., 2004; Sergi, Rassovsky, Nuechterlein, & Green, 2006)
, thus underscoring the need to develop psychosocial treatments to address functional impairments.  In fact, improving psychosocial functioning is a critical yet so far elusive target of schizophrenia research.  Over the last 15 years there has been renewed awareness of the impact of cognitive impairment in schizophrenia and the effect these deficits have on recovery and treatment outcomes  
 ADDIN EN.CITE 

(Green, Kern, Braff, & Mintz, 2000; McGurk, Mueser, DeRosa, & Wolfe, 2009)
. Cognitive remediation therapy (CRT) has been developed to improve neurocognitive abilities such as attention, working memory, cognitive flexibility and planning and executive functioning Medalia & Freilich, 2008()
. The most recent meta-analysis has demonstrated moderate effect size (0.42) Wykes, Huddy, Cellard, McGurk, & Czobor, 2011()
, however criticism of this treatment has  focused on the translation of cognitive improvement into meaningful functional gain 
 ADDIN EN.CITE 

(Davidson, Drake, Schmutte, Dinzeo, & Andres-Hyman, 2009; Wykes & Spaulding, 2011)
. This is reflected in the evidence that the optimal effect size occurs when CRT is delivered in conjunction with a rehabilitation program, using strategic learning strategies Wykes, et al., 2011()
.
Many cognitive remediation programs are delivered via computer based programs often accessed online (ref). The cost of the infrastructure requirements of these programs can pose a barrier to implementing programs to address cognitive deficits in some services.

Pen and paper programs to address cognitive deficits have been developed and evaluated (ref). This studied is a non inferiority design comparing a pen and paper cognitive adaption program (Cogsmart) (ref)with a computer based cognitive remediation program, Circuits (ref).
2 Objectives

Using a randomised, controlled trial to test the non inferiority of Cogsmart compared with Circuits to address the cognitive deficits of schizophrenia spectrum disorders. 
2.1 Primary Objectives

To examine the efficacy and effectiveness of Cogsmart in improving real world functioning as assessed by the UPSA in people with  schizophrenia spectrum disorders compared with Circuits.
2.2 Secondary Objectives

To determine if people receiving Cogsmart or Circuits improve in measures of subjective sense of cognitive impairment (SSTICS),  social functioning (SFS) and neurocognition (BACS).  
3 Study Design

The design is a randomised, controlled trial to examine the efficacy and effectiveness of Cogsmart compared with Circuits. The study will include 80 clinically stable patients with schizophrenia spectrum disorder.

Participants will be randomised in a 1:1 ratio to join either the Cogsmart group or Circuits group.  Participants will all be active cases in Metro South Mental health services (community based). Participants in the study will continue to receive standard clinical care (i.e. there are no restrictions on medication or psychosocial interventions, apart from participants receiving therapies addressing neurocognition). These two interventions will be delivered by trained mental health staff twice per week for 12 weeks. Groups will be based on a maximum 4 participants per facilitator. Individual clinical assessments will be at baseline, post treatment and at 3 month follow up.  Randomisation will be carried out using a computer-generated randomization table.
The primary goal of addressing cognitive deficits is to improve real world functioning. Cogsmart ( Cognitive Symptom Management and Rehabilitation Therapy) will be delivered twice a week for 12 weeks. It is a manualised cognitive compensatory training program that focusses on the use of strategies to improve real world cognitive functioning(ref). It will be delivered twice a week to increase the drill and practice of tasks.
CIRCuiTS (Computerised Interactive Remediation of Cognition – Training for Schizophrenia). This is a modular package including tasks of a wide range of cognitive functions (particularly executive function and memory), designed to allow therapy programmes to be flexibly designed to incorporate only relevant tasks
4 Study Population

Eighty (80) participants will be recruited through the community teams of the Princess Alexandra Hospital  Mental Health service, Metro South HHS.
4.1 Number of participants
The study will consist of a total of 80 participants.
4.2
Inclusion Criteria

Patients will be invited to participate in the study if they meet all of the following criteria:

1. Participants can be of either gender, and of any ethnic background
2. Aged between 18 and 65 years (inclusive)
3. Fulfil the DSM V criteria for schizophrenia spectrum disorder and with impaired social functioning based on the Diagnostic Interview for Psychosis (DIP) 
4. Absence of uncorrected sensory impairments

5. English literacy skills > grade 4 as per years of education
6. Agree to participate, has capacity to consent and able to follow the study instructions and procedures.

4.3 
Exclusion Criteria

1. Substance dependence (with the exception of tobacco) based on the current time point using the Diagnostic Interview for Psychosis (DIP)
2. Intellectual handicap (estimated full-scale IQ<70)

3. People who are unable to understand or communicate in English 
4. English literacy skills < grade 4 as per years of education
5. Comorbid physical illnesses that would impair the participants’ ability to complete the trial.
5 Participant Information and Informed Consent

Consent will only be obtained from patients who are deemed to have capacity to provide informed consent.  Capacity will be determined by collaboration between the treating clinician and delegated research assistant and will comply with the guidelines within the NHMRC National Statement on Ethical Conduct in Human Research 2007. Participants under 18 years of age require parent or legal guardian consent to participate. 

Under 4.5.8 of the National Statement, people with a mental illness, “consent should be witnessed by a person who has the capacity to understand the merits, risks and procedures of the research, is independent of the research team and, where possible, knows the participant and is familiar with his or her condition” (e.g. Treating Clinician). We will ensure that a witness also signs the consent form.  In the event where the research assistant is unable to find a witness who is familiar with the patient, an independent witness will be used for this process.

During the consenting process, all participants will be informed that they have the right to withdraw consent from the study at any time without prejudice and withdrawal from the study will not affect their current or future care. Revocation of consent forms will be completed for those participants who choose to withdraw from the study.

5.1 Screening assessment

After verbal assent is provided, an assessment of inclusion/exclusion criteria will commence.  Participants who meet all inclusion criteria and none of the exclusion criteria will be invited to participate in the study and the formal consent process will commence. For those who consent to participate, they will be enrolled in the study and randomized. 

6 Study Assessments and Procedures
A battery of validated clinical measures will be conducted at baseline, post treatment and at 3 month follow up.   
A research assistant blind to allocation will complete the measures.
Measures include:

1. Brief Assessment of Cognition Scale (BACS) is an instrument that assesses the aspects of cognition found to be most impaired and most strongly correlated with outcome in patients with schizophrenia.
2. TOPFF
3. SSTICS 
4. Meta cognition Questionnaire (MCQ) consists of 30-items measuring an individual’s metacognitive beliefs, judgements and monitoring tendencies. 
5. Social functioning Scale (SFS) assesses areas of functioning that are crucial to the community maintenance of individuals with schizophrenia.
6. Brief Psychiatric Rating Scale (BPRS)) is a widely used scale for measuring symptom severity of patients with schizophrenia.  

Table 1: Schedule of Visits and Assessments

	Visit


	0

Screening

 Phase
	1

Baseline
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	13
	

	WEEK
	
	0
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	24

	SCREENING AND CONSENT
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Informed consent
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Ongoing capacity
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Inclusion / exclusion criteria
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	SAFETY 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Adverse events
	
	
	
	
	
	
	
	X
	
	
	
	
	
	X
	

	EFFICACY
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	BACS
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	TOPF
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	SSTICS
	
	x
	
	
	
	
	
	
	
	
	
	
	
	x
	x

	SFS
	
	x
	
	
	
	
	
	
	
	
	
	
	
	x
	x

	BPRS
	
	x
	
	
	
	
	
	
	
	
	
	
	
	x
	x

	Group sessions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Cogsmart/Circuits
	
	
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	


6.1 Study Restrictions

For the period of this study, participants will be asked not to engage in any group focussing on cognitive deficits.
6.2 Safety Assessments

All patients recruited in this study will be active cases at Queensland Hospital and Health services. The study team will liaise with clinical staff to ensure that there are no unforeseen contraindications to the participant being involved.
SCIT and BF are safe treatments and there is no evidence that either treatments are associated with an increased risk of adverse events. 

6.2.1 Adverse Events

While both Cogsmart and Circuits are safe treatments, we will examine adverse events at midpoint and endpoint of the study. All adverse events reported between consent and final follow-up will be recorded in the case report form (CRF). The investigator or designee will ask the Participant non-leading questions in an effort to detect adverse events e.g. “How have you been over the last 6 weeks”. We expect that adverse events will occur during the study related to fluctuations in the underlying mental disorder and medications. 
At baseline we routinely seek information from participants and case managers about routine adverse events associated with the underlying mental illness and/or associated comorbid physical illnesses. We also record common and/or recent adverse events related to pre-existing medications, in order to allow us to better predict treatment-emergent adverse events.

7 Investigational Therapy(s)
7.1 Description of Investigational Therapy(s)

Cogsmart ( Cognitive Symptom Management and Rehabilitation Therapy) is a 12 session manualised cognitive compensatory training program that focusses on the use of strategies to improve real world cognitive functioning(ref). It will be delivered in 24 sessions delivered twice weekly for 12 weeks to equate with the therapy conatct time of CIRCuiTS and to increase opportunities for drill and practice of tasks.

CIRCuiTS (Computerised Interactive Remediation of Cognition – Training for Schizophrenia). This is a modular package including tasks of a wide range of cognitive functions (particularly executive function and memory), designed to allow therapy programmes to be flexibly designed to incorporate only relevant tasks

7.2 Randomisation Procedure and blinding
Participants will be randomised once written consent has been obtained and the baseline assessments have been completed.  Participants will be randomised to one of the treatment groups, using blocks of 4 via a computer-generated randomization table.  
We will endeavour to keep the research staff who undertakes the outcome assessments blind to group allocation. If a patient reveals this information, this will be noted for post-hoc analyses of the data. 
8 Adverse Events (AE) and Serious Adverse Events (SAE)

The investigator is responsible for the detection and documentation of events meeting the criteria and definition of an adverse event (AE) or a serious adverse event (SAE) as provided in this protocol. During the study, when there is a safety evaluation, the investigator or site staff will be responsible for detecting AEs and SAEs, as detailed in this section of the protocol

8.1 Definition of an Adverse Event (AE)

An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally associated with the use of a medicinal product, whether or not considered related to the medicinal product. For marketed medicinal products, this also includes failure to produce benefits (i.e. lack of efficacy), abuse or misuse.

Examples of an AE include:

· Acute episode of psychosis

Examples of an AE do not include a/an:

· Medical or surgical procedure (e.g. endoscopy, appendectomy); the condition that leads to the procedure is an AE.

· Situations where an untoward medical occurrence did not occur (social and/or convenience admission to hospital).

In this study, AEs may include pre- or post-treatment events that occur as a result of protocol-mandated procedures (i.e. invasive procedures, modification of participants’ previous therapeutic regimen).

8.2 Definition of a Serious Adverse Event (SAE)

A serious adverse event is any untoward medical occurrence that, at any dose:

a) results in death

b) is life threatening

c) requires hospitalisation or prolongation of an existing hospitalisation.

d) results in disability/incapacity, or

f)  Any event deemed by the investigator as being a significant medical event.

8.3 Time Period, Frequency, and Method of Detecting AEs and SAEs

All adverse events will be recorded between the time of consent and the follow-up visit. Each Participant will be monitored regularly by the investigator and study personnel for adverse events occurring throughout the study. The research team will enquire about AEs by asking the following non-leading questions:

At the first scheduled visit (baseline) participants will be asked:

“How are you feeling?” Does your current treatment cause you regular side effects? Do you have any general health conditions that cause you problems on a regular basis (e.g. that we might expect to occur over the duration of this study?"
At subsequent scheduled visits, participants will be asked:

“Since your last visit, have you had any health problems?”
8.4 Recording of AEs and SAEs

If an AE/SAE occurs, the investigator will review all documentation (e.g. hospital progress notes, laboratory, and diagnostic reports) relative to the event. We will then record all relevant information regarding an AE/SAE in to the CRF, and code the AE according to industry-standard MEDDRA coding rules.

8.5 Evaluating AEs and SAEs

8.5.1 Assessment of Intensity 

The investigator will make an assessment of intensity for each AE and SAE reported during the study. The assessment will be based on the investigator’s clinical judgement. The intensity of each AE and SAE recorded in the CRF should be assigned to one of the following categories:

Mild: An event that is easily tolerated by the Participant, causing minimal discomfort and not interfering with everyday activities.

Moderate: An event that is sufficiently discomforting to interfere with normal everyday activities.

Severe: An event which is incapacitating and prevents normal everyday activities.

An AE that is assessed as severe should not be confused with an SAE. Severity is a category utilised for rating the intensity of an event; and both AEs and SAEs can be assessed as severe. An event is defined as “serious” when it meets one of the pre-defined outcomes as described in Section 8.2 “Definition of an SAE”.

8.5.2 Assessment of Causality

The investigator is obligated to assess the relationship between investigational product and the occurrence of each AE/SAE. The investigator will use clinical judgment to determine the relationship. Alternative causes, such as natural history of the underlying diseases, concomitant therapy, other risk factors, and the temporal relationship of the event to the investigational product will be considered and investigated. The investigator will also consult the CIB and/or product information in the determination of his/her assessment.

The causal relationship to the study product assessed by the Investigator (or medically qualified delegate) should be assessed using the following classifications:

Not Related
In the Investigator’s opinion, there is not a causal relationship between the study product and the adverse event.

Unlikely
The temporal association between the adverse event and study product is such that the study product is not likely to have any reasonable association with the adverse event.

Possible
The adverse event could have been caused by the study Participant’s clinical state or the study product.

Probable
The adverse event follows a reasonable temporal sequence from the time of study product administration, abates upon discontinuation of the study product and cannot be reasonably explained by the known characteristics of the study Participant’s clinical state.

Definitely
The adverse event follows a reasonable temporal sequence from the time of study product administration or reappears when study product is reintroduced.

8.6 Follow-up of AEs and SAEs

All AEs and SAEs documented at a previous visit/contact and are designated as ongoing, will be reviewed at subsequent visits/contacts.

All AEs and SAEs will be followed until resolution, until the condition stabilises, until the event is otherwise explained, or until the Participant is lost to follow-up. Once resolved, the appropriate AE/SAE CRF page(s) will be updated.

8.7     Risk Management Process

Table 2 below details the Risk Identification, Evaluation and Management plan for this study.

It will ensure that risk and uncertainly are appropriately managed for the duration of the study.  The risk management process is in accordance with the NHMRC National Statement on Ethical Conduct in Research Involving Humans (2007). 

Table 2: Risk Analysis Matrix
	Consequence
	     Response To Risk

	Likelihood

Negligible

Minor

Moderate

Major

Extreme

Almost Certain

Likely

Possible

Unlikely

Rare


	Very High

Immediate action required

High

Urgent attention or investigation required

Medium

Require specific attention

Low 

Manage through routine procedures




Risk Identification, Evaluation and Management Plan

	
	Risk
	Description
	Possible Effects


	Risk Management strategies

	
	
	
	Likelihood
	Consequence
	Rating
	

	1.
	Psychological discomfort during assessments
	Participants may experience psychological discomfort when answering questions in the clinical interview and cognitive assessments.
	Possible
	Minor-moderate
	Medium
	The PICF clearly states the potential risk of discomfort.

Recruitment of experienced mental health clinicians who will be able to minimise and manage discomfort.

Participants will be clinically assessed at baseline, end of treatment and 3 months post treatment.  Participants are given the opportunity to discuss any concerns/discomforts re previous appointment. 

Clinicians will direct and assist participants to gain support if required.



	2.
	Psychological discomfort with self-disclosure in a group session
	Participants may experience discomfort in self –disclosure during group sessions.
	Possible
	Minor-moderate
	Medium
	The PICF clearly states the potential risk of discomfort.

Recruitment of experienced mental health clinicians who will be able to minimise and manage discomfort.
Clinicians will direct and assist participants to gain support if required.

	3.
	Inconvenience of participating in the trial
	Participants may be inconvenienced by time taken to participate in the trial.
	Possible
	Negligible
	Low
	The PICF clearly states the battery of clinical assessments to be completed and the approximate time and frequency for clinical assessment visits.

Participants will be given as many breaks as necessary throughout the clinical assessment visit.

Participants will be reimbursed for their time involved in the trial.

Participants will be reminded that the trial is voluntary and they can withdraw at any time.

	4.
	History of self-harm/suicidal ideation
	Participant expresses suicidal ideation.
	Possible
	Moderate-severe
	High
	Recruitment of experienced mental health clinicians who are trained in conducting risk assessment and managing high risk situations.

Research staff will have access to a clinically trained senior staff including a Project Manager and Chief Investigator who will assist research staff to conduct risk assessment and implement risk management plan if required i.e. notifying treating team and assisting in the participant accessing appropriate support (e.g. emergency services)

Previously identified high risk patients and recent risk assessments will be discussed at weekly team meetings and their management reviewed by senior research staff (including Project Manager and Chief Investigator).

Research staff will be given support and feedback on risk assessments and their management to improve skills throughout the project.



	5.
	Transporting participants in QLD Health work vehicles
	Research staff will be transporting participants to pathology appointments and may be required to transport participants to the interview site. 

· There may be risk associated with motor vehicle accident

· There may be risks associated with unpredictable behaviour of a patient whilst being transported.
	Possible
	Minor-Moderate
	Medium -High
	Research staff will have a current QLD Driver’s Licence and completed the mandatory Driver Safety E-Learning Course.

Recruitment of experienced mental health clinicians who will be able to and manage unpredictable behaviour.

Research staff will carry a mobile phone and adhere to a sign in/out policy and advise the Project Manager of the address they will be attending.




9 Participant Completion and Discontinuation

9.1 Participant Completion

Participants are considered to have completed the study if they complete 12 weeks of group sessions with additional three individual assessments at specified time points.

9.2 Participant Withdrawal by the Investigator
Worsening of mental state such that the patient is admitted to hospital or their ability to provide ongoing informed consent is compromised.

10 Case Report Form (CRF)

A Case Report Form (CRF) will be completed for each study participant summarising all clinical screening and study data that will be used by the research team for analysis. In the CRF, participants will only be identified by their participant number in order to retain participant confidentiality. 

The completed Case report Forms (CRF’s) will be retained by the Investigators for a period of at least 7 years or the maximum time frame as determined by local regulations, whichever is the longest.

11          Data Analysis and Statistical Considerations

11.1 Hypotheses

Individuals who receive Cogsmart will show statistically equivalent improvement in cognitive functioning based on the BACS.  
11.2   Endpoints

11.2.1 Primary

Improvement in BACS 
11.2.2 Secondary 

Improvement in Social Functioning Scale (SFS).
11.2.3 Co Secondary
Persistence of effect in  Social Functioning Scale (SFS), and neurocognition (BACS).
11.3 Sample Size and Power
In this treatment study, we will focus on the primary outcome of cognition.  We based our power analysis specifically on the BACS.
We estimate a dropout rate of 15-20% (from treatment to 6-month follow-up) resulting in a final sample size of approximately 64 participants who complete the study.  This estimate is based on the dropout rates from our outpatient pilot study, which had retention rate of 83%, as well as our experience with group RCT research.  

We have been successful at keeping drop-out rates low by giving clients reminder calls the day before group, following up immediately with a phone call if the client doesn’t come to group, identifying a person (e.g., a significant other) who will know the client’s whereabouts at any given time, and providing transportation (if necessary) to group.  We will conduct follow-up assessments on all clients, regardless of whether they drop out of treatment, provided that they continue to consent to involvement in the research. This process of follow-up will allow us to conduct intention-to-treat analyses.
11.4 Statistical Analysis

All analyses will be conducted in accordance with the International Conference on Harmonization E9 statistical principles. Planned comparisons will be done with the MMRM models to determine between group differences in change of symptoms measures from baseline to week 12 and 24. Results from the analysis of dichotomous data will be presented as proportions, with 95% confidence interval, and Fisher’s exact p-value where appropriate. Non-parametric statistics will be used when assumptions for parametric methods are violated. Effect sizes will be calculated using Cohen’s guidelines. All tests of treatment effects will be conducted using a two-sided alpha level of 0.05 and 95% confidence intervals. 
, and are based on all randomised participants with at least one post-baseline observation (intention to treat population). Reporting of research findings will be done in accordance to CONSORT guidelines. The primary efficacy analysis will assess average treatment group differences for the primary outcome measure BACS, over the entire study period (baseline, endpoint, follow-up) and will use a likelihood based mixed-effects model, repeated measures approach (MMRM). The MMRM model includes the fixed, categorical effects of treatment (Cogsmart or Circuits), visit (baseline, 12 and 24 weeks), and treatment-by-visit interaction, as well as the continuous, fixed covariates of baseline score and baseline score-by-visit interaction. The MMRM includes all available data at each time point and is the preferred method of analyzing clinical trial data in psychiatry as compared to more traditional repeated measures analysis of variance (ANOVA) and analysis of covariance models (ANCOVA)
The main analyses will follow standard Intention to Treat (ITT) principals, where participants who drop out prior to the 12 week endpoint will have their Last Observation Carried Forward (LOCF). However, mindful that we expect a certain proportion of patients to drop out prior to completion (approximately 17%), we plan to undertake a Per Protocol (PP) secondary analyses. For this analyses, we will explore the impact of Cogsmart versus Cogsmart on the subset of respondents that completed at least 6 weeks of treatment.
12 Data Management

A screening log will be utilized to track potential participants and also record the counts of individuals approached, consented, meeting inclusion/exclusion criteria, withdrawals, and completion (in keeping with standard CONSORT diagram requirements).

The Case Report Form (CRF) will comprise of the hard copy questionnaires, clinical assessments and measures.  These de-identified data will be retained in a secure room, in a locked filing cabinet, at Queensland Centre for Mental Health Research (QCMHR).         
De-identified data from the CRFs will be entered into REDCap, which is a secure (encrypted to health service standard, housed on a server behind the University of Queensland firewall), web-based application for building and managing online surveys and databases.  Delegated research assistants will be trained in, and responsible for, entering data into the database.     Delegated research assistants will be trained in, and responsible for, entering data into the database. 

Upon completion and resolution of monitoring and data management queries, the clinical trial database will be closed. All data will be exported into SPSS software to enable statistical analysis. 

A copy of the PICF will be stored in a secure room in a locked filing cabinet separate from the CRFs.
13 Monitoring and Quality Assurance
The investigator will submit to the Reviewing HREC, annual (or more frequent if requested) reports of the study. Senior staff of the Queensland Centre for Mental Health Research will undertake regular quality checks to ensure consent, CRF and database material are optimal. 
The study coordinator or designated delegate will monitor data entered at each site and be responsible for resolving data entry errors and discrepancies. 

Data quality will be ensured by performing data entry checks for consistency between the CRF and the data entry into REDCap database.  These checks will be performed during data entry so that discrepancies can be resolved immediately.
14 Investigator Responsibility

The Coordinating Principal Investigator will be responsible for the conduct of all aspects of the study. The study and its associated documents will be reviewed and approved by the appointed certified HREC and Research Governance (at all sites) before study start.  

Prior to submission to appointed HREC and Research Governance, the investigator will sign the protocol signature page confirming her agreement to conduct the study in accordance with the protocol, GCP and other regulatory requirements locally applicable.  All relevant data and records will be provided to the HREC as required.  

Each Investigator will comply with the local regulations regarding clinical trials and the Investigator responsibilities outlined in the ICH GCP guidelines [1].

15 Study Report

The Investigator will submit at least annual study reports to the reviewing HREC, or more frequent if required.
16 Administrative Procedures

16.1 Ethical Considerations

All documentation pertaining to the study must be prepared in accordance with the requirements outlined by the relevant ethics committee. All documentation must then be approved or given a favourable opinion in writing by an HREC as appropriate.  

The Coordinating Principal Investigator along with the Trial Coordinator is responsible for informing the HREC of any amendment to the protocol in accordance with local requirements.  In addition, the HREC must approve all advertising used to recruit participants for the study.  

The study will be performed in accordance with ethical principles that have their origin in the Declaration of Helsinki and are consistent with ICH/Good Clinical Practice, applicable regulatory requirements. The NHMRC National Statement on Human Research will also be utilised.

16.2   Ethical Review Committee 
The National Ethics Application Form (NEAF) and associated documents will be submitted for approval to the appointed multi-site HREC and written approval obtained from both the appointed HREC and Governance Office, before volunteers are recruited and participants are enrolled.  The Coordinating Principal Investigator will submit the National Ethics Application Form and associated documents including Site Specific Applications from each site, to the appointed HREC and Research Governance.  The Coordinating Principal Investigator has overall responsibility to ensure all reports at each site are submitted in line with the appointed HREC reporting requirements.  
16.3   Informed Consent 

Our criteria will ensure that recruited participants will be sufficiently competent to consent and participate in the study or to refuse consent.  Current research provides evidence that while psychotic symptoms may be present, these do not robustly predict an individual’s functionality in daily life and capacity to make decisions, and whilst strongly correlated with cognitive impairment, do not reflect an enduring inability to understand information related to research participation.

16.4   Participant Reimbursement 
There will be no reimbursement but assistance with transport as needed

16.5   Notification of Primary Care Physician 

With the consent of the participant, the Investigator will notify the treating Psychiatrist of the participants’ involvement in the study. A letter will be sent to the treating Psychiatrist stating the nature of the study and expected benefits.

16.6 Investigator Indemnification 

The clinical trial insurance will reimburse participants for costs of medical care that occur as a result of complications directly related to participation in this study. The Investigator and insurance company will be notified as soon as possible if this occurs or where a causal relationship cannot be excluded. All SAE’s will be reported to the nominated Hospital and Health Service insurance company.  

16.7 Intellectual Property (IP) and Licencing 

The collection of data in this study is subject to Intellectual Property (IP) and Licencing agreements which will be documented in the Research Agreement.

16.8 Publication Policy

Results will be disseminated in peer reviewed publications and published in international journals.  Only group data will be reported.  

16.9 Protocol Amendments 

Any amendments to the protocol will be submitted to the appointed HREC by the Coordinating Principal Investigator for approval.  Any approved amendments by the appointed HREC will be forwarded by the Coordinating Principal Investigator for submission to each Research Governance Office.

No changes (amendments) to the Protocol will be implemented without prior approval from the Reviewing Ethics Committee.  If a Protocol amendment requires changes to the Informed Consent Form, the revised Informed Consent Form, prepared by the Coordinating Principal Investigator, will be approved by the Reviewing Ethics Committee and site governance officers.

Once the final Protocol has been issued and signed by the Coordinating Principal Investigator and the authorised signatories, it will not be informally altered.  All protocol amendments will pass through appropriate approval steps before being implemented.  Any change to the protocol constitutes an amendment.

Where the amendment affects the ongoing suitability of the study at a participating site, Research Governance approval will also be sought.  The Research Governance Office will determine the ongoing suitability based on the amendment submitted.

The Coordinating Principal Investigator will submit the amendment to the appointed HREC for their approval; written approval will be obtained.   Completed and signed Protocol amendments will be circulated to all appointed site Investigators.

16.10 Version Control

Version control ensures that amendments to documents are tracked and verifiable and that the correct version of a document is in use according to the relevant ethical, regulatory or local approval.

All documents will be given a version number and date e.g. Version 1.0 15-Feb-15

Each amendment to a document will require a version number and date to be updated.

If this is a significant change e.g. change in the content of the document, then the version number will be increased by 1.0.

If it is a minor change e.g. contact details, then the number after the decimal point will be increased by 0.1.

16.11 Protocol Compliance

Should there be questions or consideration of deviation from the Protocol, clarification will be sought from the Coordinating Principal Investigator.  Any participant treated in a manner that deviates from the Protocol, or who is admitted into the study but is not qualified according to the Protocol, will be ineligible for analysis.

If an emergency occurs that requires a departure from the Protocol, the nature and reasons for the Protocol violation/deviation will be recorded in the CRF and the Coordinating Principal Investigator will notify the Reviewing HREC and /or Governance Office as soon as possible.

Whilst the Coordinating Principal Investigator has overall responsibility for the conduct of the study, the appointed site Investigators will have the responsibility to ensure all study personnel at their sites comply with GCP, National Statement on Ethical Conduct (2007), Australian Code for the Responsible Conduct of Research and local policies and procedures.

16.12  Archives: Retention of Study Records

All Case report Forms (CRF’s) and study documentation will be kept by the Investigators for at least 7 years or the maximum time frame as determined by local regulations, whichever is the longest.

17 References

Note Confidential information contained herein is made available to you in your capacity as Investigator.  It is provided only for review by you, your staff and approved Human Research Ethics Committee (HREC) members, or regulatory authorities.  Except as necessary to obtain properly informed consent for participation, it is expected that there will be no disclosure to other persons.
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