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Introduction 
 
GLINT (Glucose Lowering in Non-diabetic hyperglycaemia Trial) is a pragmatic, placebo-
controlled, double blinded trial which seeks to characterise the effect of metformin on 
macrovascular outcomes in people with non-diabetic hyperglycaemia (NDH) at high risk 
over five years. The study will enrol 500 participants in a pilot study with NDH (HbA1c 
≥5.5% but <6.5%) and no prior history of cardiovascular disease who have an estimated 
10-year CVD risk ≥20% as assessed by the Framingham or QRISK2 scores.  
 
The primary study’s objective will be to establish the effectiveness of metformin in 
prevention of cardiovascular events as measured by the time to first event in a primary 
CVD composite of CV-related death, nonfatal MI, and nonfatal stroke. Secondary 
objectives are to assess the effect of metformin on incident cancer, all cause mortality, 
and incident diabetes.   
 
GLINT will be managed collaboratively by the MRC Epidemiology Unit at the University of 
Cambridge and the University of Oxford Diabetes Trials Unit (DTU) under the guidance of 
the GLINT Trial Steering Committee (TSC).  
 
This charter describes the role and responsibilities of the GLINT Clinical Endpoint 
Committee (CEC).  
 
1. Role of the Clinical Endpoint Committee 
 
The Clinical Endpoint Committee (CEC) is responsible for adjudication of reported clinical 
events for the GLINT trial and reports to the GLINT Steering Committee.  The CEC will be 
involved in the development of the clinical endpoint eCRF and adjudication pages which 
are designed to capture key data required for the efficient and accurate adjucation and 
final analysis of the event identified that may be one fo the following endpoints. 

• Cardiovascular (CV) mortality 
• Nonfatal myocardial infarction 
• Nonfatal stroke 
• All cause mortality 
• Hospital admission for congestive heart failure 
• Hospitalization for unstable angina 
• Coronary, cerebrovascular , or peripheral revascularization 

 
 

2. Membership 
 
The CEC members will be comprised of at least two clinically qualified members trained in 
review and adjudication of clinical trial endpoint events for GLINT.  The CEC members will 
be independent from members of the operational GLINT team and will remain blinded to 
study treatment assignment for the duration of the study.  Overall supervision of the CEC 
and its activities is provided by the CEC chairperson. 
 
3. Organisation 
 
The CEC activities will be coordinated through the MRC Epidemiology unit according to 
processes outlined in the Guidance for Capturing and Adjudicating GLINT Study 
Endpoints. 
 
Briefly, the MRC Epidemiology Unit is responsible for collecting relevant information for 
event adjudication of each probable endpoint and delivering it in an electronic format to 
the CEC members, along with an adjudication form.  Two members of the CEC will 
independently adjudicate each probably case, with discrepancies resolved by consensus.  
Where consensus cannot be achieved, an ad hoc meeting of the CEC will be convened 
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and the final adjudication decision agreed.   
 
 
4.  Responsibilities of Members 
 

4.1 CEC Chairperson 
• To collaborate in the development of the event eCRF and adjudication pages 
• To ensure proper training of all CEC members 
• To oversee the day to day operations of the CEC to ensure timely case review 
• To sign off on  
• To communicate with the trial leadership about the status and conduct of the CEC 

activities 
• To ensure, via ongoing Quality Control reviews of adjudicated events, that the 

adjudication process is being conducted according to the Guidance for Capturing 
and Adjudicating GLINT Study Endpoints, and that event criteria are being 
accurately applied 

• To participate in the adjudication process 
 

4.2 CEC Members 
• To adjudicate and classify events without knowledge of the randomized treatment 

assignment 
• To participate in discussion and training related to event criteria and the 

application of the criteria 
• To participate in CEC conference calls and meetings 
• To communicate any schedule conflicts, including extended time away from the 

office to the CEC Chairperson 
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Introduction 

 

GLINT (Glucose Lowering in Non-diabetic hyperglycaemia Trial) is a pragmatic, placebo-

controlled, double blinded trial which seeks to characterise the effect of metformin on 

macrovascular outcomes in people with non-diabetic hyperglycaemia (NDH) at high risk 

over five years. The study will enrol 500 participants in a pilot study with NDH (HbA1c 

≥5.5% but <6.5%) and no prior history of cardiovascular disease who have an estimated 

10-year CVD risk ≥20% as assessed by the Framingham or QRISK2 scores.  

 

The primary objective for the study will be to establish the effectiveness of metformin in 

prevention of cardiovascular events as measured by the time to first event in a primary 

CVD composite of CV-related death, nonfatal MI, and nonfatal stroke. Secondary 

objectives are to assess the effect of metformin on incident cancer, all cause mortality, 

and incident diabetes.   

 

GLINT will be managed collaboratively by the MRC Epidemiology Unit at the University of 

Cambridge and the University of Oxford Diabetes Trials Unit (DTU) under the guidance of 

the GLINT Trial Steering Committee (TSC).  

 

This charter describes the role and responsibilities of the GLINT TSC. Administration of 

the TSC, provision of honoraria and reimbursement of reasonable expenses incurred will 

be the responsibility of the MRC Epidemiology Unit at the University of Cambridge.  
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1. Role of the Trial Steering Committee 

 

The Trial Steering Committee (TSC) is charged with the oversight of the scientific and 

professional conduct of the study. 

 

The primary functions of the TSC are to:  

 
1. Review and approve the trial protocol and all protocol amendments. 

2. Supervise the conduct of the trial in accordance with the TSC’s responsibilities as 

described in the trial protocol. 

3. Approve the Statistical Analysis Plan. 

4. Oversee all trial subcommittees, including but not limited to: 

a. Clinical endpoint committee 

b. Data monitoring and ethics committee (DMEC) 

c. Operational committee 

5. Approve the membership of the DMEC. 

6. Review and consider recommendations from the DMEC. 

7. Determine the time to terminate the trial, based on recommendations from the 

DMEC and other available information. The TSC may also find it necessary to 

terminate the trial under certain circumstances, including but not limited to the 

following reasons: 

a. Animal, human or toxicological test results, which in the reasonable 

determination of the TSC, support termination of the trial 

b. Ethical or patient safety issues occur that the TSC feels support 

termination of the trial 

c. Extraordinary scientific, regulatory or other events that negatively impact 

the rationale for the trial, such that the TSC agrees it is appropriate to 

terminate the trial 

8. Review all sub-study requests and approve where appropriate. 

9. Consider, authorise as appropriate and prioritise requests for access to GLINT trial 

data and genetic and biomarker samples for academic or other collaborations. 

After the TSC disbands, the MRC Epidemiology Unit and the Diabetes Trials Unit 

(DTU) will assume this responsibility. 

10. Approve the strategy on how to best communicate information about the progress 

of the trial. 

11. Ensure accurate, uniform, timely, and high quality reporting of the main trial and 

all approved sub-studies. 

12. Approve the confidential draft manuscript describing the primary results prior to 

submission for publication. 

13. Maintain confidentiality of all trial information that is not in the public domain. 

 

2. Membership 

 
The TSC will consist of nine individuals, comprising three senior independent academic 

experts in their field (one of whom will chair the committee), one lay representative and 

four GLINT PIs. If a member can no longer continue to serve on the TSC, a replacement 

will be selected by the TSC and approved by the Sponsor. Attendance at meetings will 

usually be limited to the TSC members, with observers from the MRC Epidemiology Unit 

and the DTU when appropriate.  Other attendees may be invited for all or part of the 

meeting by the TSC. The observers are not members of the TSC but may be invited to 

provide expert input. 

 

Independent TSC members will not be asked to sign a contract but should formally 

register their agreement to join the group by confirming (1) that they agree to be a 

member of the TSC and (2) that they agree with the contents of this Charter. Any 

potential competing interests should be declared at the same time. Independent 

members should complete and return the form in Appendix One.  
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Independent committee members will be reimbursed for reasonable travel expenses for 

attending meetings. The lay representative will be reimbursed for reasonable travel 

expenses and will receive an honorarium of £75 per TSC meeting attended. No other 

payments will be made to the professional members.  

 

3. Organisation 

 

The Committee will convene for at least one annual face-to-face meeting. 

Teleconferences will take place every three months initially, but may occur less often 

during the later stages of the trial as deemed necessary.  

 

Decision making by consensus will always be the goal. In the event consensus is not 

achieved, votes will be taken, and the majority position will be adopted. Only 

independent members of the TSC are allowed to vote. The chair has the casting vote. At 

least three independent members must be present for the TSC to be quorate. 

 

All TSC members are expected to participate in every meeting. If extenuating 

circumstances prevent a member from attending a particular meeting, the member may 

provide input directly to the TSC chair, or the meeting may be rescheduled for the 

earliest available date that all members can attend.  

 

4.  Responsibilities of Members 

 

TSC members will be expected to: 

 

 Attend and actively participate in meetings of the TSC 

 Maintain confidentiality regarding the trial and activities of the TSC 

 Intervene where appropriate to assist Operational Committee members in 

reaching study goals 

 Participate, where appropriate, in scientific meetings providing updates of study 

progress 

 Disclose any relevant conflicts of interest that exist at the trial outset or that arise 

during the conduct of the trial (Table 1)  

 

Table 1: Potential competing interests for independent members 

 Stock ownership in any commercial companies involved 

 Stock transaction in any commercial company involved (if previously holding 

stock) 

 Consulting arrangements with the Sponsor/Funder 

 Ongoing advisory role to a company providing drugs to the trial 

 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 e.g. strong prior belief in the trial’s experimental arm 

 Involvement in regulatory issues relevant to the trial procedures 

 Investment (financial or intellectual) or career tied up in competing products 

 Involvement in the writing up of the main trial results in the form of authorship 

 

 

5.  Documentation 

 

1) Meeting Minutes 

The MRC Epidemiology Unit at the University of Cambridge will keep a set of 

minutes detailing TSC Meeting decisions and action points. Once approved by the 
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TSC chair, the final version of the minutes for each session will be marked as such 

and saved as a PDF file or similar format that cannot be modified. 

 

2) Communication Log 

The MRC Epidemiology Unit at the University of Cambridge will maintain files 

documenting any relevant communication between the TSC and all 

subcommittees or working groups and with the Sponsor or regulatory agencies. 

 

3) Committee Recommendations 

The GLINT study coordinator at the MRC Epidemiology Unit will be the primary 

contact with all subcommittees or working groups and with the Sponsor.  
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Appendix One 

 

Agreement and competing interests form for independent members of the 

GLINT Trial Steering Committee (TSC) 

 

Document: Trial Steering Committee Charter Version 1.0 

 

Your signature below shows that you have reviewed the aforementioned 

document, understand it, and agree with its contents. 

 

Trial Steering Committee Chair: 

 

 

Michael J Clarke  26/Jan/2015 

print name             signature         dd/mmm/yyyy 
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