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INTRODUCTION

The purpose of this charter is to define the responsibilities 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.
The <insert name of trial> study is a <list characteristics; e.g. randomized, multi-center, placebo-controlled> <insert appropriate drug phase or device trial>.  The study is sponsored by the <insert name of sponsor (and funding agency if different from sponsor> through a grant to the <name of PI or consortium>.   The principle investigators for the trial are located at the <list location>.   The Safety Officer provides independent safety review and trial guidance during the course of the ongoing trial.  

The Safety Officer periodically reviews <insert data reviewed by Safety Officer, e.g. safety data, results across treatment groups> and judges whether the overall safety and feasibility of the trial remains acceptable.  The Safety Officer has access to <insert description of data>; however no formal analyses of efficacy data are planned.  Any recommendations to alter study conduct will be based on safety not efficacy, so monitoring of the study will not affect the statistical operating characteristics of the final efficacy analysis.  The criteria for assessing the safety data are outlined in the <insert name of trial> Data and Safety Monitoring Plan attached to this document (Attachment 2).

The Safety Officer will specifically review adverse event data as well as summary reports of all serious adverse events (SAEs) and available lab data, and may review individual cases if deemed appropriate or necessary to determine if a safety concern is emerging.  The <insert sponsor, steering committee, or investigators> may also make recommendations to the Safety Officer for additional data review should a concern arise.  The Safety Officer may suggest appropriate courses of action to address general study safety issues which may arise.  If warranted, the Safety Officer may recommend at any time that the entire protocol be suspended temporarily or terminated permanently.  These recommendations, containing fully blinded information, will be directed to the investigator, the UCH CTRC Study Monitoring Committee, the Colorado Multiple Institutional Review Board (COMIRB), and <insert, management organization, sponsor, steering committee, or other overseeing entity> which has the responsibility to accept, reject or modify the Safety Officer’s recommendations.

TRIAL OVERVIEW AND STUDY DESIGN

<This section includes a brief summary of the study, including name, sponsor, study design, hypotheses, specific aims, phase, number of participants, number of sites, description of the drug or device under study, study treatments and allocation, follow-up schedule, primary outcomes, sample size>.  

RESPONSIBILITIES AND FUNCTIONS OF THE SAFETY OFFICER,
Initially, the Safety Officer is responsible for:

1.   The Safety Officer will review the initial protocol and recommend one of the following actions to the investigator:

a.   The Safety Officer is comfortable with and supports the initial protocol.  
b.   The Safety Officer requests the following alterations to the protocol: <insert any requested modifications>.
2.   Defining, with input from the Principle Investigator and <insert names of any other groups or individuals>, safety and related parameters to be monitored, frequency of monitoring reviews and interim safety analyses, methods for review, statistical methodologies, and establishing criteria for making recommendations to <insert name of group or individual, e.g. Principal investigator, UCH CTRC Study Monitoring Committee>.
3.   Finalizing this Safety Officer Charter with approval of the <insert name of group or individuals, e.g. UCH CTRC Study Monitoring Committee>.
At periodic intervals (to be determined), the Safety Officer’s responsibilities include:
1.   The Safety Officer reviews data generated by the study and study safety events on a periodic basis.  The study biostatistician will provide interpretation of interim safety analyses per the attached Data and Safety Monitoring Plan (Attachment 2).

2.   Evaluates the progress of the trial, including periodic assessments of <insert assessments e.g. recruitment, screen failures, dropouts etc>.

3.   Reports on the safety and progress of the study.

4.   Determines whether the overall integrity and conduct of the study remain acceptable.

5.   Reviews any protocol amendments and makes recommendations with regard to changes.

6.   Considers the impact of new or relevant information such as scientific or therapeutic developments that may have an impact on the safety or scientific integrity of the study.

7.   The Safety Officer recommends one of the following actions to the <insert group or individual responsible>:

· Continue the study according to the protocol and any related amendments.

· Modify the study protocol. Modifications may include, but are not limited to < changes in inclusion/exclusion criteria, frequency of visits of safety monitoring, alterations in study procedures, changes in duration of observation, and follow up>.
· Discontinue the study (with provisions for orderly discontinuation in accord with good medical practice).
CONDUCT OF SAFETY OFFICER MEETINGS
Scheduled Meetings
An initial meeting with the Safety Officer will be held before any subject enrollment in the study occurs in order for the Safety Officer and study team to establish a meeting schedule, review the study protocol, and study/participant termination guidelines.  The Safety Officer will meet every <insert number> months to review the study progress OR

after the first < insert number> participants have been enrolled, and then after the enrollment of every < insert number> additional participants.
Meeting Format

 

The Safety Officer meetings will generally be conducted <insert format, e.g. the Safety Officer alone will review the study progress and prepare all reports; an open meeting will be held to review the study with Investigators, Sponsor, only the Safety Officer, others; a closed session with possible discussion of blinded data will be held with the Sponsor, only the Safety Officer, others> 
Data to be reviewed by the Safety Officer
The following data will be sent to the Safety Officer for review:

· Adverse events

· Recruitment strategy

· Recruitment and enrollment statistics

· Gender and ethnicity statistics

· Disqualified and excluded individuals

· Study progress timeline

· Procedures for data quality control and adherence monitoring

· Study progress by participant

· the data will be<insert whether the data is blinded, coded[i.e., data sorted by Arm but without identifying the specific arms], unblinded, or both [e.g. blinded to all but coded to the Safety Officer only>
· Summary Statistics

· the data will be<insert whether the data is blinded, coded[i.e., data sorted by Arm but without identifying the specific arms], unblinded, or both [e.g. blinded to all but coded to the Safety Officer only>
· Safety data

· <List tests, procedures, etc :>
· the data will be<insert whether the data is blinded, coded[i.e., data sorted by Arm but without identifying the specific arms], unblinded, or both [e.g. blinded to all but coded to the Safety Officer only>
· Efficacy data

· <List tests, procedures, etc :> 
· the data will be<insert whether the data is blinded, coded[i.e., data sorted by Arm but without identifying the specific arms], unblinded, or both [e.g. blinded to all but coded to the Safety Officer only>
· Newly published relevant data <describe who is responsible>
· <Other information>
· the data will be<insert whether the data is blinded, coded[i.e., data sorted by Arm but without identifying the specific arms], unblinded, or both [e.g. blinded to all but coded to the Safety Officer only>

The data to be reviewed will be “frozen” approximately <insert number>weeks before the Safety Officer review.  The data will be sent to the Safety Officer approximately <insert number>days before the Safety Officer review.

Study Stopping Criteria defined by the Safety Officer and Investigators

· Feasibility (accrual and retention) <describe criteria>
· Safety and toxicity

· <List anticipated adverse events and estimated frequency>
· <Threshold for stopping study based on above anticipated adverse events>


· <Threshold for stopping based on unanticipated adverse events>
· Efficacy

· <List primary outcome and anticipated treatment effect>
· <Threshold for stopping study based on above efficacy outcome>
REPORTS
The meeting minutes will be prepared by < Safety Officer only; the Safety Officer for data review, [insert other] for open session and other discussions.
The minutes from the open sessions will be sent to < list all entities, e.g. the COMIRB, the UCH CTRC Study Monitoring Committee, etc>.
The minutes from the closed session will be sent to < list all entities, e.g. the COMIRB, the UCH CTRC Study Monitoring Committee, etc>.
The Safety Officer report will include a brief evaluation, including recommendations, by the Safety Officer.  A Safety Officer Report template is provided with this charter to provide an example of the report organization and examples of table formats.  The contents of the report and data tables may evolve with the study.

AMENDMENTS TO THE SAFETY OFFICER, CHARTER

This Safety Officer Charter can be amended as needed during the course of this study.  Information to be included as amendments will be any <insert description of types of modifications>.  All amendments will be documents with <insert version numbers, dates, etc> and will be recorded in the minutes of the Safety Officer meeting.  Each revision will be reviewed and agreed upon by the <sponsor, investigator, etc> and the Safety Officer.   All amended Safety Officer charters will also be sent to the UCH CTRC Study Monitoring Committee for review. All versions of the charter will be stored in <insert >.

Attachments

Attachment 1: Safety Officer, Investigators, key personnel

Attachment 2: Data and Safety Monitoring Plan

Attachment 3: Safety Officer Report Template

ATTACHMENT 1:  

CONTACT INFORMATION

Safety Officer
Name, Degree

Title

Institution

Address

Phone: 

Fax: 

Email: 
Past research and/or Safety Officer experience: 

Other relevant Background

Potential Conflicts of Interest: 

Principle Investigators and Key Personnel

Name, Degree

Principal Investigator

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Co-investigator 

Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Co-investigator (Biostatistician)
Title

Institution

Address

Phone: 

Fax: 

Email: 

Name, Degree

Trial Coordinator

Institution

Address

Phone: 

Fax: 

Email: 
ATTACHMENT 2

DATA AND SAFETY MONITORING PLAN

A. Safety Officer Responsibilities

The safety officer will be responsible for the following: 1) monitor recruitment, enrollment, and retention of study participants; 2) formulate criteria for modifying or discontinuing drug treatment of individual subjects; 3) formulate trigger criteria for possible discontinuation of the study; and 4) review serious adverse events (SAEs). The safety officer was selected to provide expertise in <list disciplines> (with clinical trials experience). 

The safety officer is charged with assessing the progress and safety of the study to assure continued feasibility and the safety of study participants. The safety officer will: 1) review the protocol as funded and make suggestions for any changes (especially safety related); 2) assess the agreed upon interim data reports; 3) review study progress and data quality; 4) determine formatting for data reports; 5) review endpoints for safety and efficacy; 6) submit written reports and recommendations to the <insert responsible individual or group>; and 7) add to or modify this list of objectives.  Apart from these responsibilities the safety officer will have no other involvement with the study. 
Because of the relatively small number of subjects (N=), and short duration of the intervention, the safety officer will monitor for safety, but not efficacy or futility. In the event the safety officer determines that the study or an arm of a study should be stopped for reasons of safety, this will be communicated to <insert name of responsible individual or group>; the PI will then inform <list responsible individual or group, e.g. IRB, NIH, FDA> as appropriate. 

Meetings of the safety officer will be held <insert frequency of meetings, e.g. every 6 months, after 25,50,75% of patients have been recruited etc>.  The following people will attend meetings: < list of people and affiliation, e.g. PI’s, sponsors, biostatisticians> .   The safety officer will present the safety report to the meeting attendees after which there will be discussion to clarify any questions/concerns.  All data will be presented in a blinded fashion using codes for the different treatment groups.   After the meeting 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 will 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.

B. Defining and Reporting of SAEs

The safety officer will follow the <insert appropriate guidelines> guidelines that require investigators to promptly notify <insert groups notified> (within <insert #> days of the occurrence) when unexpected AEs occur. These are events that are not listed in the consent form, and are possibly related to the intervention, or are listed but occur more frequently or are more severe than anticipated. SAEs are defined to include death, life threatening illness, hospitalization or prolongation of hospitalization, congenital anomaly/birth defects, and persistent/significant disability. <Insert responsible group> requires that any AE that is unexpected and related or possibly related to the drug, biologic device or other research intervention be reported. SAEs that are unrelated to the research intervention do not have to be reported to the IRB (however, we will report these to the DSMB). Risks that are described in the protocol and consent form do not have to be reported as SAEs, unless the expected SAE occurs more frequently or is more serious than expected. One exception to this rule is in the case of a death.  All deaths must be reported, whether or not the death was related to the research.

[The following criteria need to be defined by the safety officer]

In addition to following the requirements above, we will define study-specific SAEs as:
Reportable Adverse Events
Serious Adverse events

C. Stopping Criteria
Individual Stopping Criteria

The safety officer will review data related to individual stopping criteria as detailed in the study protocol.  The safety officer may recommend modifications to individual stopping rules if additional safety concerns arise during from their continuing reviews of the study data.  
Study stopping criteria:
The safety officer may recommend stopping the study for the following reasons (keep all that apply):

· The data show a significantly increased risk of serious adverse effects in one of the treatment groups.  

· Interim efficacy analyses show significant treatment benefits or futility in the intervention group.  The interim efficacy analyses are based on pre-specified stopping boundaries for the primary endpoint of the study which preserve the study wide Type I error rate.   

· It becomes clear that successful completion of the study is not feasible (e.g. there is an excess of patient dropout, missing data, lack of recruitment etc).


Interim Efficacy Analyses(if applicable)

This study will employ interim analyses to assess accumulating study data for early evidence of treatment efficacy.  The primary outcome <name of primary outcome> will be compared between groups at the following times: <describe the interim timepoints, e.g. 2 and 4 years, after 25% 50% and 75% of patients have finished 1 year visit etc>.  The decision criteria for stopping the study at each interim analysis are based on <Insert description of interim analysis rules:  e.g. O’Brien-Fleming superiority boundary with Type I error controlled at alpha-level y>  In the event that interim analyses are conducted at other than the preplanned times (e.g. unequal information accrual) the stopping criteria will be adjusted to maintain overall type I error rate of <alpha>.  We will use a <briefly describe the flexible monitoring procedure; e.g. Lan-DeMets alpha spending approach, or Constrained Boundaries approach> procedure to make the necessary adjustments.  The stopping criteria are summarize in Table ?.  The decision criteria are based on a power of <insert power level> to detect a treatment group difference at the end of study.
D.  Safety Monitoring Plan

The monitoring of safety outcomes will utilize several approaches.


1. verification of study eligibility

An enrollment checklist will be used to verify that volunteers meet study criteria. Values for some of these parameters will be used to evaluate changes during the study intervention.




2. safety monitoring form
Participants will have safety evaluations in months of the intervention. The results of these evaluations will be recorded on the safety monitoring form. If any of the triggers for SAE is reached, a repeat test will be performed. If the trigger is confirmed, an SAE report will be generated.


3. complaint/adverse event form
This form will be completed for any complaints/adverse events that: 1) occur during a study procedure,     2) are found at a follow-up visit, or 3) are participant-initiated. An SAE report will be generated if the criteria are met (i.e., serious, unexpected, and possibly study-related).
ATTACHMENT 3

SAFETY OFFICER REPORT TEMPLATE

The following templates are available from NIH Institutes.  The use of these templates do not represent a requirement.  They are merely tools to help guide you.
http://www.nia.nih.gov/ResearchInformation/CTtoolbox/dsmbreports.htm
http://www.niams.nih.gov/Funding/Clinical_Research/NIAMS_sample_documents.asp
http://www2.niddk.nih.gov/NR/rdonlyres/D33F951C-7E67-447D-9F99-C639BD3BB9A3/0/WthoutDSMB_AppndxA.doc
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