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PREFACE

Investigators should consider using this template when developing the Data and Safety Monitoring Plan (DSMP) for clinical trials funded by the National Institute on Aging (NIA). 

Note that all instructions and explanatory text are shown in italics and should be replaced with the study specific text. There is no need to include sections that are not relevant to the particular study.

It is important to note that NIA DSMPs must be consistent with the NIH Policies and  NIA Guidance on Clinical Trials.
(above text to be deleted after the DSMP is completed) 

Name(s) of PI of Grant
Grant #
Title of Grant
(If a subproject, Name(s) of PI of Subproject)
(If a subproject, Title of Subproject)


Brief Description of Intervention:  2-3 sentences, maximum.  E.g., The intervention being studied is a 12-session (4 3-week modules) intervention, delivered over a 12-week period by community-based social workers to improve emotion regulation skills and improve mood.  The four 3-week modules are: 1), 2), 3), 4). 

Stage of Behavioral Intervention Development (e.g. Stage I, II, III, IV, or not applicable)

NIH Phase III Clinical Trial?   Yes/No

Note:  An NIH-defined Phase III clinical trial is a broadly based prospective clinical investigation, usually involving several hundred or more human subjects, for the purpose of evaluating an experimental intervention in comparison with a standard or control intervention or comparing two or more existing treatments.
Multiple Site Trial?   Yes/No (If unclear, please describe)

List of Specific Aims (Bulleted- Not detailed.  Please do not include the entire specific aims section- Only the bulleted aims):
1. 
2. 
3. etc.

Brief Description of Project Design

In bulleted or table format:   Example:  240 adult family caregivers to persons with Alzheimer’s Disease, ages 40, and older, will be randomly assigned to one of three conditions:
1. Intervention X
2. Intervention X + Y
3. Intervention Y
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[bookmark: _Toc6575112][bookmark: _Toc6575179][bookmark: _Toc8043385][bookmark: _Toc193777352]PARTICPANTS SAFETY
[bookmark: _Toc6575113][bookmark: _Toc6575180][bookmark: _Toc8043386]1.1 Potential Risks and Benefits for Participants
This section outlines the potential risks and benefits of the research for the study participants and for society. The information in this section is similar to that provided in the Human Subject and Clinical Trial form in the grant application and could be copied from the application.
Potential Risks: (Outline potential risks for study participants.)  
Example: The potential risks to study participants include (e.g., there may be temporary slight discoloration of the skin after blood draws.)
Potential Benefits: (Outline potential benefits for study participants.) 
Example: The potential benefits to study participants include (e.g., ongoing nutritional counseling will be provided to all participants).
[bookmark: _Toc6575114][bookmark: _Toc6575181][bookmark: _Toc8043387]1.2 Adverse Event and Serious Adverse Event Collection and Reporting
This section describes the procedures and timelines for adverse events (AE) and serious adverse events (SAE) collection and reporting.

[bookmark: _Toc8043388]1.2.1 AE/SAE Definitions
The DSMP should include definitions of AE and SAE.
All clinical trials of drugs and biological products conducted under an Investigational New Drug Application (NDA) must use definitions of adverse events and adverse reactions and follow the reporting requirements established by 21 Code of Federal Regulations (CFR) Part 312.32.  Trials of medical devices conducted under an Investigational Device Exemption (IDE) must use the definitions and reporting requirements established by 21 CFR 812. All other interventional studies must propose their definitions of adverse events and their reporting procedures. Given that there are no commonly recognized definitions of adverse events or adverse reactions for non-drug interventions, investigators are encouraged to review and revise, as needed, definitions by the DHHS’s Office For Human Research Protection (https://www.hhs.gov/ohrp/regulations-and-policy/guidance/reviewing-unanticipated-problems/index.html#Q2) and those provided in 21 CFR 321.32 and Good Clinical Practice Guideline (ICH E6).
[bookmark: _Toc8043389]1.2.2 Classification of Severity and Study Relatedness
Adequate review, assessment, and monitoring of adverse events require they be classified as to severity, expectedness, and potential relatedness to the study intervention. The DSMP should include a description of how adverse events will be classified in these terms, as these classifications determine the reporting requirements.

[bookmark: _Toc7787192]Severity 
Classifications often include the following: 
· [bookmark: _Toc7787193]Mild: Awareness of signs or symptoms, but easily tolerated and are of minor irritant type causing no loss of time from normal activities. Symptoms do not require therapy or a medical evaluation; signs and symptoms are transient.
· [bookmark: _Toc7787194]Moderate: Events introduce a low level of inconvenience or concern to the participant and may interfere with daily activities, but are usually improved by simple therapeutic measures; moderate experiences may cause some interference with functioning
· [bookmark: _Toc7787195]Severe:  Events interrupt the participant’s normal daily activities and generally require systemic drug therapy or other treatment; they are usually incapacitating
Severity is not synonymous with seriousness. A severe rash is not likely to be an SAE. Likewise, a severe headache is not necessarily an SAE.  However, mild chest pain may result in a day’s hospitalization and thus is an SAE.

[bookmark: _Toc7787196]Expectedness 
AEs must be assessed as to whether they were expected to occur or unexpected, meaning not anticipated based on current knowledge found in the protocol, investigator brochure, product insert, or label. Categories are:

· [bookmark: _Toc7787197]Unexpected - nature or severity of the event is not consistent with information about the condition under study or intervention in the protocol, consent form, product brochure, or investigator brochure.
· [bookmark: _Toc7787198]Expected - event is known to be associated with the intervention or condition under study. 
The DSMP should list all adverse and serious adverse events that are expected in the study. All other events will be considered unexpected and are subject to expedited reporting requirements as described in the NIA Guidance on Clinical Trials and in Section 1.2.3, below.
 
For behavioral intervention studies, it would be helpful to describe expected AEs and SAEs in behavioral terms (e.g., increased stress, inability to cope, suicide attempts, hospitalization due to emotional factors, etc., as appropriate)
 
[bookmark: _Toc7787199]Relatedness  
The potential event relationship to the study intervention and/or participation is assessed by the site investigator. A comprehensive scale in common use to categorize an event is:
· Definitely Related:  The adverse event is clearly related to the investigational agent/procedure – i.e. an event that follows a reasonable temporal sequence from administration of the study intervention, follows a known or expected response pattern to the suspected intervention, that is confirmed by improvement on stopping and reappearance of the event on repeated exposure and that could not be reasonably explained by the known characteristics of the subject’s clinical state.
· Possibly Related:  An adverse event that follows a reasonable temporal sequence from administration of the study intervention follows a known or expected response pattern to the suspected intervention, but that could readily have been produced by a number of other factors.
· Not Related:  The adverse event is clearly not related to the investigational agent/procedure - i.e. another cause of the event is most plausible; and/or a clinically plausible temporal sequence is inconsistent with the onset of the event and the study intervention and/or a causal relationship is considered biologically implausible. 

[bookmark: _Toc8043390]1.2.3 AE/SAE Reporting
The DSMP should describe the study team’s process for identifying AEs and SAEs, collecting information regarding the events, and reporting to the study PI (and beyond, as required). For investigator’s convenience, the NIA Investigator's Toolbox provides sample study forms for collection of AE and SAE information. 
All adverse events, regardless of their seriousness, severity or relatedness to the intervention are reportable to NIA PO and an independent data and safety monitoring body such as Data and Safety Monitoring Board (DSMB) or Safety Officer (SO), if one is appointed by NIA, as shown below:

· Trials of drugs, biological products and devices conducted under IND or IDE:  Copies of all adverse event reports shall be submitted to PO, DSMB or SO when the original reports are submitted to the US Food and Drug Administration. 
· All other interventional studies: An adverse event reporting schedule must be proposed and should be commensurate with the study risks, characteristics of the study population and risks to which participants will be exposed during the study. For example, the reporting frequency could range from reporting all individual death cases within 24 hours of study’s knowledge of death in closely monitored, early phase, high risk trials or, in cluster-randomized pragmatic trials, where safety data are collected via review of periodically retrieved CMS records, death could be reported in a quarterly or semi-annual summary safety reports, depending upon frequency of data transfers from the CMS.  The content and frequency of the safety reports should be specified in the DSMP. and approved by a DSMB or a safety officer, if one is appointed, and/or by the NIA PO.
· All adverse events that are both serious (SAE) and unexpected (i.e., have not been previously reported for the study’s intervention) should be reported to the IRB, NIA PO and to the independent data and safety monitoring body, if one is appointed, within 48 hours of the study’s knowledge of SAE. The summary of all other SAEs should be reported to NIA PO and to the DSMB or a Safety Officer, if either is appointed, quarterly, unless otherwise requested by the DSMB or a Safety Officer. 
· Expected SAEs should be listed or explanation of why none are expected should be provided.
[bookmark: _Toc6575115][bookmark: _Toc6575182][bookmark: _Toc8043391]1.3 Protection Against Study Risks
This section provides information on how adverse events and other risks to participants in the study will be mediated and should specify any events that would preclude a participant from continuing with the intervention. This section should also include the informed consent procedures and measures to protect participants against risk during the study. The information in this section is similar to that provided in the Human Subject and Clinical Trial form in the grant application and could be copied from the application.
Informed Consent Process.  Explain the informed consent process and how it will be used to protect participants. 
Example: The consent process informs a volunteer about the study, indicates the participation is voluntary and he/she has the right to stop at any time. Risks are enumerated in the informed consent form and described orally during the consent process.
Protection Against Risks.  Describe measures to protect participants against study specific risks. Investigators should also discuss their plans for notifying participants of trial results during and after the conclusion of the trial and providing the participants’ health providers with the appropriate information from the trial, as needed, concerning individual participants (e.g., important abnormalities in clinical laboratory test results, cessation of drugs, ApoE4 status or amyloid/tau positivity, changes in dosage, etc.). Detail description of the notification process should be described in the manual of procedures (MOP).  
Example: The procedures to protect against risks (describe known risks) include (e.g., a safe, hygienic environment for all medical procedures and an experienced, certified staff)
[bookmark: _Toc7428409][bookmark: _Toc7428410][bookmark: _Toc7428411][bookmark: _Toc6575117][bookmark: _Toc6575184][bookmark: _Toc8043392][bookmark: _Toc193777361]Data and Safety monitoring 
[bookmark: _Hlk5703036][bookmark: _Hlk5702716]This section describes who is responsible for data and safety monitoring, including type of information that will be reviewed and frequency of such reviews.  The investigators should discuss the need for a DSMB, its role and responsibilities and optimal expertise of its membership or provide a justification of why such Board is not needed. For those studies, the DSMP should discuss the need for a safety officer (SO) or provide a justification of why no independent safety oversight is not needed. For applications involving multiple field sites, this section should address coordinating safety information across sites.
Example: The Principal Investigator (PI) will be responsible for ensuring participants’ safety on a daily basis. In addition, the study will empanel a Data and Safety Monitoring Board (DSMB) to act in an advisory capacity to the NIA Director and to evaluate the progress of the study, including periodic assessments of data quality and timeliness, participant recruitment, accrual and retention, participant risk versus benefit, performance of trial sites, and other factors that can affect study outcome.  The DSMB will make recommendations to NIA’s Director concerning the continuation, modification, or conclusion of the trial.
[bookmark: _Toc193777364][bookmark: _Toc6575118][bookmark: _Toc6575185][bookmark: _Toc8043393]2.1 Frequency of Data and Safety Monitoring 
This section describes the frequency of data and safety monitoring reviews. NIA expects that DSMB will meet regularly (e.g., every six to nine months). DSMB meetings can occur in person or via teleconference. For studies with a SO, safety reports are provided to the SO by the study team at predetermined intervals (for example, biannually). 
[bookmark: _Toc193777365]Example:  The (e.g. DSMB) will meet twice annually, either in-person or by teleconference call to review study progress, data quality, and participants safety. 
Safety reports are sent to the SO at least twice a year and will include a detailed analysis of study progress, data and safety issues.
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