	
	[image: image2.jpg]NHS

Royal Papworth Hospital

NHS Foundation Trust







Title
EudraCT number: 
Sponsor: 
TRIAL MANAGEMENT GROUP CHARTER

Version 2.0

date 

(developed using the MRC Clinical Trials Unit template)

Authorised by:

Name:





Role: Chief Investigator
Signature:





Date:

Authorised by:

Name: Dr Ian Smith



Role: Clinical Director, R&D
Signature:





Date:

Prepared by:

Name:





Role: Trial Manager

Signature:





Date:

	Content
	CHARTER DETAILS

	1. Introduction
	

	Name (and sponsor’s ID) of trial plus ISRCTN and/or EUDRACT number
	Title
EudraCT number: 

	Objectives of trial, including interventions being investigated
	Aims

Primary objectives: 

Secondary objectives: 

A flow chart of the trial design is included as Figure 1

	Outline of scope of charter
	The purpose of this document is to describe the roles and responsibilities of the Trial Management Group (TMG) for the title of study trial, including the timing of meetings, methods of providing information to and from the project team, frequency and format of meetings, statistical issues and relationships with other committees.

	2. Roles and responsibilities
	

	A broad statement of the aims of the committee
	To act as an oversight body for this trial on behalf of the Sponsor and to safeguard the interests of trial participants, assess the safety and efficacy of the interventions during the trial, and monitor the overall conduct of the clinical trial

	Terms of reference
	The TMG should receive and review the progress and accruing data of this trial and provide advice on the conduct of the trial.


	Specific roles of TMG

	Interim review of the trial’s progress including updated figures on recruitment, data quality, and main outcomes and safety data. 

Specifically these roles include:-

· Provide expert oversight of a trial

· monitor evidence for treatment harm (eg toxicity data, SAEs, deaths)

· decide whether to recommend that the trial continues to recruit participants or whether recruitment should be terminated 
· suggest additional data analyses

· advise on protocol modifications suggested by investigators or sponsors (eg to inclusion criteria, trial endpoints, or sample size)

· monitor planned sample size assumptions

· monitor compliance with previous TMG recommendations 
· assess the impact and relevance of external evidence
· assess data quality

· advise on protocol amendments proposed by investigators or Sponsor


	3. Before or early in the trial
	

	Whether the TMG will have input into the protocol
	All potential TMG members should have sight of the protocol/outline before agreeing to join the committee.  Before recruitment begins the trial will have undergone review by the Sponsor, scrutiny by project team, independent expert and a research ethics committee.  Therefore, if a potential TMG member has major reservations about the trial (eg the protocol or the logistics) they should report these to the trial office and may decide not to accept the invitation to join.  TMG members should be independent and constructively critical of the ongoing trial, but also supportive of aims and methods of the trial. 



	Whether the TMG will meet before the start of the trial
	The TMG will hold a meeting early in the course of the trial, to discuss the protocol, the trial, any analysis plan, future meetings, and to have the opportunity to clarify any aspects with the Chief Investigator. 

	Any issues specific to the disease under study
	None

	Any specific regulatory issues
	TIDAL1 is being conducted in accordance with The Medicines for Human Use (Clinical Trials) Regulations 2004 and subsequent amendments; with the Research Governance Framework for Health and Social Care; and other applicable regulations and frameworks.  

	Any other issues specific to the treatment under study
	None  

	Whether members of the TMG will have a contract
	TMG members should formally register their assent to being on the committee by confirming (1) that they agree to be on the TMG and (2) that they agree with the contents of this Charter. Members should complete and return the form in Annex 1. 

	4. Composition 
	

	Membership and size of the TMG 
	The members of the TMG for this trial are: 

(1) Independent Chair: name
(2) 
(3) 
(4) 
(5) 

(6) 
(7) 

(8) 
(9) 

(10) 



	The Chair, how they are chosen and the Chair’s role. (Likewise, if relevant, the vice-Chairman)
	The Chair should have previous experience of serving on TMGs and experience of chairing meetings, and should be able to facilitate and summarise discussions. The Chair is expected to facilitate and summarise discussions.

	The responsibilities of the TMG statistician
	The TMG membership will include a statistician to provide statistical expertise. They will produce (or oversee the production of) a report for the TMG every 6 months.

	The responsibilities of the trial office team
	The Trial Manager arranges the TMG meetings, inputs to the production of the TMG report, take notes of the TMG meeting.

	The responsibilities of other members of the Trial Management Group (TMG)
	Other members of the TMG, may be asked to provide reports for the meeting at the request of the Chair. 

	5. Relationships
	

	Relationships with Principal Investigators, other trial committees (eg Project Team or Executive Committee), sponsor and regulatory bodies
	Figure 2 shows the relationship between the groups

	Clarification of whether the TMG are advisory (make recommendations) or executive (make decisions)
	The TMG will make recommendations to the Project Team, which is delegated to make decisions.

	Payments to TMG members
	TMG Members will be reimbursed for travel for attendance at TMG meetings.

	The need for TMG members to disclose information about any competing interests
	Competing interests should be disclosed.  These are not restricted to financial matters – involvement in other trials or intellectual investment could be relevant.  Although members may well be able to act objectively despite such connections, complete disclosure enhances credibility. (See Annex 1)

	6. Organisation of TMG meetings 
	

	Expected frequency of TMG meetings
	The exact frequency of meetings will depend upon any statistical plans specified, and otherwise on trial events.  The wishes of the TMG and needs of the trial office will be considered when planning each meeting. It is recommended that the TMG meet at least yearly.  

	Whether meetings will be face-to-face or by teleconference
	All meetings will be either face-to-face or  teleconference depending on the decision of the chair of the TMG. 

	How TMG meetings will be organised, especially regarding open and closed sessions, including who will be present in each session
	All meetings will be open unless otherwise indicated by the chair of the TMG. 


	7. Trial documentation and procedures to ensure confidentiality and proper communication
	

	Intended content of material to be available in open sessions 
	Open sessions: Accumulating information relating to recruitment, safety data and data quality will be presented.  

	Intended content of material to be available in closed sessions
	Closed sessions: Information which the chair wishes to be kept confidential.

	Will the TMG be blinded to the treatment allocation
	Not applicable

	Who will see the accumulating data and interim analysis
	The accumulating data and interim analysis will be seen by TMG members, Trial Manager and Trial Statistician.
TMG members do not have the right to share confidential information with anyone outside the TMG. 

	Who will be responsible for identifying and circulating external evidence (eg from other trials/ systematic reviews)
	Identification and circulation of external evidence (eg from other trials/ systematic reviews) is not the responsibility of the TMG members.  The Trial Manager will usually collate any such information. 

	To whom the TMG will communicate the decisions/ recommendations that are reached
	The TMG will report its recommendations in writing to the sponsors.  This should be copied to all members of the TMG.

	Whether reports to the TMG be available before the meeting or only at/during the meeting
	The TMG will receive the report at least 2 weeks before any meetings. 



	What will happen to the confidential papers after the meeting
	The TMG members should store the papers safely after each meeting so they may check the next report against them.  After the trial is reported, the TMG members should destroy all interim reports.  



	8. Decision making
	

	What decisions/recommendations will be open to the TMG
	Recommendations could include:-

· No action needed, trial continues as planned 

· Early stopping due, for example, to clear benefit or harm of a treatment, futility, or external evidence 

· Extending recruitment (based on response rates) or extending follow-up

· Sanctioning and/or proposing protocol changes


	Indemnity
	The TMG members may not be held personally liable in the course of carrying out business for the TMG

	The role of formal statistical methods, specifically which methods will be used and whether they will be used as guidelines or rules
	Formal statistical methods are more generally used as guidelines rather than absolute rules.  This is because they generally only consider one dimension of the trial.  Reasons should be recorded for disregarding a stopping guideline.
The protocol did not include a plan for interim analysis.

	How decisions or recommendations will be reached within the TMG
	Every effort should be made for the TMG to reach a unanimous decision. If the TMG cannot achieve this, a vote may be taken, although details of the vote should not be included in the report to the TSC as these may inappropriately convey information about the state of the trial data.

It is important that the implications (eg ethical, statisticial, practical, financial) for the trial be considered before any recommendation is made.

	When the TMG is quorate for decision-making
	Effort should be made for all members to be present.  The Trial Manager will try to ensure that a date is chosen to enable this.  Members who cannot attend in person should be encouraged to attend by teleconference or submit a written response to the items on the agenda.  If, at short notice, any TMG members cannot attend at all then the TMG may still meet if the chair, statistician and either the CI or PI, will be present.  If the TMG is considering recommending major action after such a meeting the TMG Chair should talk with the absent members as soon after the meeting as possible to check they agree.  If they do not, a further teleconference should be arranged with the full TMG

	Can TMG members who cannot attend the meeting input
	The report will be circulated before the meeting, TMG members who are not able to attend the meeting may pass comments to the TMG Chair for consideration during the discussions. 

	What happens to members who do not attend meetings
	If a member does not attend a meeting, it should be ensured that the member is available for the next meeting.  If a member does not attend a second meeting, they will be asked if they wish to remain part of the TMG.  If a member does not attend a third meeting, they may be replaced.

	Whether different weight will be given to different endpoints (eg safety/efficacy)
	No

	Any specific issues relating to the trial design that might influence the proceedings, eg cluster trials, equivalence trials, multi-arm trials
	None

	9. Reporting 
	

	To whom will the TMG report their recommendations/decisions, and in what form
	The TMG will write a letter to the study sponsors within 3 weeks.  The Trial Manager and other members of the TMG should be copied in.

	Whether minutes of the meeting be made and, if so, by whom and where they will be kept
	Minutes of the meeting will be taken by the Trial Manager. The TMG Chair will sign off any minutes.

	What will be done if there is disagreement between the TMG and the body to which it reports
	If the study sponsor has serious problems or concerns with the TMG decisions OR if the TMG has serious problems or concerns with the project teams decisions - a meeting should be held.  The information to be shown would depend upon the action proposed and the bodies concerns.  The meeting should be chaired by an independant senior member of staff or an external expert who is not directly involved with the trial.

	10. After the trial
	

	Publication of results 
	At the end of the trial there may be a meeting to allow the TMG to discuss the final data with investigators/sponsors and give advice about data interpretation

The TMG may wish to see a statement that the trial results will be published in a correct and timely manner.

	The information about the TMG that will be included in published trial reports
	TMG members will be named and their affiliations listed in the main report, unless they explicitly request otherwise.  A brief summary of the timings and conclusions of TMG meetings should be included in the body of this paper.

	Whether the TMG will have the opportunity to approve publications, especially with respect to reporting of any TMG recommendation regarding termination of a trial
	The TMG will be given the opportunity to read and comment on any publications before submission.


	Any constraints on TMG members divulging information about their deliberations after the trial has been published
	The TMG may discuss issues from their involvement in the trial when permission is agreed following publication of the study.


Annex 1: Agreement and competing interests form
Potential competing interests of Trial Management Group members for TIDAL1
Please complete the following document, retain a copy and return the original to the Trial Manager

(Please initial boxes to agree)

	
	I have read and understood the TMG Charter dated 23/08/2011

	
	I agree to join the Trial Monitoring Group for this trial

	
	I agree to treat all sensitive trial data and discussions confidentially


The avoidance of any perception that members of a TMG may be biased in some fashion is important for the credibility of the decisions made by the TMG and for the integrity of the trial.

Possible competing interest should be disclosed via the trials office.  In many cases simple disclosure up front should be sufficient.  Otherwise, the (potential) TMG member should remove the conflict or stop participating in the TMG.  Table 1 lists potential competing interests.

	
	No, I have no competing interests to declare

	
	Yes, I have competing interests to declare (please detail below)


Please provide details of any competing interests:

Name: ___________________________

Signed: __________________________   

Date: ______________





Table 1: Potential competing interests

	· Stock ownership in any commercial companies involved

	· Stock transaction in any commercial company involved (if previously holding stock)

	· Consulting arrangements with the sponsor

	· Frequent speaking engagements on behalf of the intervention 

	· Career tied up in a product or technique assessed by trial

	· Hands-on participation in the trial

	· Involvement in the running of the trial

	· Emotional involvement in the trial

	· Intellectual conflict eg strong prior belief in the trial’s experimental arm

	· Involvement in regulatory issues relevant to the trial procedures

	· Investment (financial or intellectual) in competing products

	· Involvement in the publication


Figure 1 – Trial Design
[image: image2.jpg]
Figure 2: Relationship of trial committees
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Patient identification


Centres: Papworth (Study site) & Addenbrookes (Patient Identification Centre only)





Consent for Stage 1: Interest in study and further screening tests 


(Includes consent to sub-study)


N=40


CT chest, if not already done within 35 days of consent


FBC, U&Es & LFTs, if not done within 14 days of consent


(+/- USS liver, if indicated)


If malignancy suspected, appropriate clinical investigation arranged 


If no evidence of malignancy, for screening autofluorescence bronchoscopy 





Consent for Stage 2:  Treatment with Gefitinib and study follow up procedures


Gefitinib 250mg po od for 6 months


Study treatment to start within 3 weeks of autofluorescence bronchoscopy.


Clinic visits at 2 weeks, 4 weeks and 12 weeks after starting Gefitinib


Follow up at 26 and 52 weeks with CXR and autofluorescence bronchoscopy (also offered to patients who decline treatment)








Stage 2 (treatment)


Estimated N=25% of patients screened with autofluorescence bronchoscopy.


























Primary outcome measure: incidence of high grade dysplasia 


Secondary outcome measures: success rate in study recruitment, response of high grade dysplasia to treatment (complete / partial / stable / progression) at 26 and 52 weeks; toxicity of treatment; successful bio-banking of samples 


Plus translational sub-studies

















Assess eligibility for Stage 1 (screening)


Patients at high risk of lung dysplasia and malignancy:


NSCLC who have undergone curative surgery


Head and neck cancer treated curatively


Consider participation at least 3 months after completion of all adjuvant treatment








No dysplasia/low grade dysplasia


Patients with no dysplasia or low grade dysplasia will leave the study at this point and resume routine clinical follow up





High grade dysplastic lesions of the lung


Consider Stage 2





Study participation ends 12 months after starting study treatment





Malignancy diagnosed


Patients leave the study. Appropriate clinical management arranged





Screening autofluorescence bronchoscopy
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