
Issues Related to Establishing a Safety Officer

University of Colorado Hospital Clinical Translational Research Center
Guidelines for Establishing a Safety Officer and Charter
The Safety Officer is an individual independent from the study who is responsible for data and safety monitoring activities in what are typically considered low-to moderate risk single site clinical studies. The Safety Officer advises the Principal Investigator, the UCH CTRC Study Monitoring Committee, and the Colorado Multiple Institutional Review Board regarding participant safety, scientific integrity and ethical conduct of a study. 

Selection of the Safety Officer

The Safety Officer should have experience with clinical research, relevant study expertise, and a commitment to serve for the duration of the study.  All conflicts of interest should be disclosed before becoming a Safety Officer.  The Safety Officer should be as free of conflicts of interest as possible such as financial connections with sponsor or investigators, as well as professional or institutional affiliations.
Typically, the Principal Investigator proposes an independent Safety Officer with knowledge of research in that area, and submits the individual's name for review and approval by the UCH CTRC Study Monitoring Committee. 
The Safety Officer must maintain independence from the study and the investigators in order to remain objective.  Therefore, the Safety Officer should not be directly involved in the conduct of the study nor have scientific, proprietary, financial or other interests that may influence independent decision-making. Current study collaborators of the Principal Investigator do not meet these criteria, and consequently are not eligible. 
Responsibilities of the Safety Officer

The primary role of the Safety Officer is to provide independent safety monitoring in a timely fashion to assure the safety of research participants and scientific integrity of the study. At the beginning of the trial, the Safety Officer is expected to review and comment on several aspects of the study and safety monitoring including:  
· Initial evaluation of the protocol:
· review and comment on protocol

· should not write the protocol

· should be comfortable with and support the protocol

· The Safety Officer may suggest modifications to the protocol, the monitoring plan and the reports that will routinely be prepared by the research team.  

· Safety monitoring

Serious adverse events are generally reviewed as they occur.  For unanticipated and/or related serious events, the Safety Officer may request additional information such as laboratory data or other study related data, to evaluate these events against the known safety profile of the study treatment and the disease. The Safety Officer may recommend actions including partial or complete unblinding, and/or modifying or terminating the study.  Typically, the Investigator will notify the UCH CTRC Study Monitoring Committee and the Colorado Multiple Institutional Review Board if a pattern of events occurs and will suggest prevention measures (e.g. changes in inclusion/exclusion criteria, frequency of safety monitoring, modifications of study procedures).  At predetermined intervals, expected adverse event reports will be reviewed by the Safety Officer.  The adverse events may be reported in aggregate or by blinded treatment groups.  

· Study Monitoring
· All parameters to be monitored should be predetermined
In addition to safety monitoring, the Safety Officer may review the 

general performance of the study including:
· recruitment

· enrollment data
· accrual and retention status
· demographic information

· adherence to inclusion and exclusion criteria

· protocol adherence

· data quality 
· other reports that describe study performance and progress

· Study stopping criteria  
Stopping rules, if appropriate, should provide a set of guidelines under which a study may be stopped prematurely.  Criteria may be based on:
· feasibility (based on accrual and/or retention)

· safety and toxicity
· define anticipated adverse events and expected rate
· define thresholds for stopping study for expected and unexpected events

· efficacy
· define primary efficacy outcomes

· may be unbalanced with lower threshold for stopping due to safety versus efficacy outcomes

· new information

· Interim analysis

The Safety Officer may also review any interim analyses to ensure that the study concludes once the objectives of the study are met or stopping rule thresholds are reached.

· Determine content of reports and minutes
· Maintain confidentiality of the meetings, data, recommendations, and decisions throughout all phases of the trial.  
Meetings/Reviews

· The frequency of meetings/data review should be predetermined

· a frequency based on time, usually every 6 months, is recommended
· the frequency of meetings could also be based on accrual

· other factors to consider include:

· rate of safety outcomes

· rate of efficacy outcomes

· study complexity 

· there needs to be flexibility for emergency meetings

· Structure of meetings/reviews

· meetings should have a climate of respectful communication

· all information should be kept confidential

· need to predetermine:
· if meetings between the investigators and/or sponsors will occur

· who will attend 
Reports

· The Safety Officer should have input on format of reports

· what gets reported to the Safety Officer
· will the data be blinded, unblinded, or coded

· who prepares the reports

· at what point prior to meetings will data be frozen

· how much time before the meeting should the data be sent (usually >1 wk)

· The Safety Officer Charter should specify how data are to be presented and triggers for presenting safety data in an unblinded manner.  

· Adverse events

· serious adverse events usually require detailed descriptions

· other adverse events will likely need less detail

Meeting minutes

· The individual(s) who is(are) responsible for writing the reports should be defined
· Consider what should go into the reports and who should get them 

· recommendations to an IRB, UCH CTRC Study Monitoring Committee, investigator, sponsor, NIH, FDA without data

· if present, summaries of interim comparisons (unblinded data) kept by the Safety Officer
Safety Officer Recommendations

After review and evaluation of the specified periodic reports prepared by the research team, the Safety Officer will prepare a summary cover letter for submission to the investigator, the UCH CTRC Study Monitoring Committee, the Colorado Multiple Institutional Review Board, and any other regulatory entities previously identified. The letter should provide comments on the report, describe study safety, progress and performance, discuss any concerns or suggestions for modification, and provide recommendations as to the safe continuation or early termination of the study.
Safety Officer Charter
The Safety Officer Charter is a set of predetermined guidelines that define the role of the Safety Officer, describe the purpose, frequency, and structure of meetings, define the data to be reviewed, and outline the content of the Safety Officer reports.  It is important for all parties to agree on all issues at the onset of the study.  Operating procedures should be clearly set in the charter.  Consideration should be given for conflict of interest, such as how determinations will be initially defined, how they will be continually monitored, and how conflicts of interest will be managed.
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