DATA & SAFETY MONITORING PLAN (DSMP)
Template and Guidelines (delete this)
DSMP Template Updated 31 Jan 2025

Protocol Template, Version 1.0	
PREFACE
Investigators should consider using this template when developing the Data and Safety Monitoring Plan (DSMP) for clinical studies sponsored by the National Institute on Aging (NIA). 
[bookmark: _Int_bPLjuSZV]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 DSM plans must be consistent with the NIH Policies and IC Guidance for Data and Safety Monitoring of Clinical Trials and the NIA policies for human intervention studies.
(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). 
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
Stage of Behavioral Intervention Development (e.g. Stage 0, I, II, III, IV, or V)
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)
Note: A multi-site study uses the same protocol to conduct non-exempt human subjects research at more than one site.
List of Specific Aims (Bulleted- Not detailed.  Please do not include the entire specific aims section- Only the bulleted aims):
1. 
2. 
3. etc.
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[bookmark: _Toc535416920][bookmark: _Toc193777352]PARTICIPANTS SAFETY
[bookmark: _Toc535416921]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. 
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: _Toc535416922]1.2 Adverse Event and Serious Adverse Event Collection and Reporting
This section describes the procedures and timelines for adverse events (AE), serious adverse events (SAE), and Unanticipated Problems (UP) collection and reporting. Below you will find definitions of AEs, SAEs, and classifications (severity, expectedness, and potential relatedness). Additional information regarding AE/SAE definition, grading and relatedness can be found in the NIA Adverse Event and Serious Adverse Event Guidelines. For behavioral intervention studies, it would be helpful to define AEs and SAEs in behavioral terms (e.g., increased stress, inability to cope, suicide attempts, hospitalization due to emotional factors, etc. as appropriate). The definitions, classifying adverse events and reporting processes sections below should not be deleted. 
(Here you should describe the study’s AE/SAE determination, monitoring and reporting system, standardized protocols and forms for referring and/or treating study participants who experience adverse events.) 
(Expected SAEs based on the characteristics of the study population and intervention should be listed here in the DSMP. If no SAEs are expected, this should be stated with an explanation. If applicable, consider how accidental findings will be communicated to participants; for example, an MRI could find abnormalities.) 
Example: In this trial, SAEs include hospitalizations and deaths, but these events are expected in this frail nursing home population in their usual clinical course and are not anticipated to be related to the trial. There are no other SAEs or AEs expected to occur in this study.
Example: Patient-level medical events will be obtained at the end of this pragmatic clinical trial via the participants’ electronic medical records. The study team will not be notified of any patient deaths or hospitalizations, and many patients followed in this study are expected to die during the study period due to eligibility criteria (at risk for near term mortality). For these reasons, study participant deaths and hospitalizations are expected SAEs and are not anticipated to be related to the trial.
DEFINITIONS
Definitions are from the January 2007 OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events, OHRP Guidance.
Adverse Event (AE):
Any untoward or unfavorable medical occurrence in a human study participant, including any abnormal sign (e.g. abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the participants’ involvement in the research, whether or not considered related to participation in the research.  
Serious Adverse Event (SAE): 
Any adverse event that: 
Results in death
Is life threatening, or places the participant at immediate risk of death from the event as it occurred
Requires or prolongs hospitalization 
Causes persistent or significant disability or incapacity
Results in congenital anomalies or birth defects
Is another condition which investigators judge to represent significant hazards
Unanticipated Problem (UP):
Defined by DHHS 45 CFR part 46 as any incident, experience, or outcome that meets all the following criteria: 
[bookmark: _Int_EK1jJtZC]unexpected, in terms of nature, severity, or frequency, given (a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and (b) the characteristics of the study population;
related or possibly related to participation in the research (in this guidance document, possibly related means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); 
suggests that the research places participants or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.
CLASSIFYING ADVERSE EVENTS
Adequate review, assessment, and monitoring of adverse events require that they be classified as to severity, expectedness, and potential relatedness to the study intervention. Study protocols must include a description of how adverse events will be classified in these terms. These classifications determine the reporting requirements.
Severity
Classifications often include the following:
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.
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.
Severe: Events interrupt the participant’s normal daily activities and generally, require systemic drug therapy or other treatment; they are usually incapacitating
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:
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.
Expected - event is known to be associated with the intervention or condition under study.
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:
[bookmark: _Int_o93OuCks]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.
[bookmark: _Int_Uh5q2Whw]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. 
REPORTING PROCESSES 
(Adverse Events, Serious Adverse Events, and Unanticipated Problems have specific reporting procedures. Additional information regarding AE/SAE definition, grading and relatedness can be found in the NIA Adverse Event and Serious Adverse Event Guidelines.)
For all expedited AE/SAE/UP reports, the DSMB chair/SO and/or NIA PO may determine if full DSMB review is required.
All adverse events that are both serious (SAE) and unexpected (have not been defined as expected in the DSMP), should be reported to IRB, NIA PO and to the independent data and safety monitoring body (chairperson for DSMB/SO, as applicable), if one is appointed, within 48 hours of the study's knowledge of SAE.  
The summary of all other SAEs (i.e., expected or not related SAEs) should be reported to NIA Program Officer and to the DSMB/Safety Officer quarterly, or as requested by the DSMB or a Safety Officer. 
All unexpected deaths should be reported within 24 hours to the NIA PO, DSMB chair/SO (if applicable), and IRB. 
Unanticipated Problems (UP) should be reported to IRB, NIA PO and to the independent data and safety monitoring body (DSMB chair, if applicable), if one is appointed, within 48 hours of the study's knowledge of UP. The Unanticipated Problems report must include a corrective plan and measures to prevent reoccurrence. Reports of Unanticipated Problems, as defined above, should be forwarded to OHRP using ohrp@osophs.dhhs.gov, typically within two weeks of the event.
AEs should be reported per IRB policies. They should also be reported to the NIA Program Officer and the study’s Data and Safety Monitoring Board (DSMB) or SO, if one is established, at minimum annually, or at a frequency requested by NIA and/or by the DSMB/SO. 
[bookmark: _Toc535416923]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. In general, the format and content of this section are similar to the Human Subjects section of 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. 
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)
If masking is part of the study design, describe criteria and procedures for unmasking and define individuals or committees who have access to unmasked data.
[bookmark: _Toc193777359][bookmark: _Toc535416924]INTERIM ANALYSIS
[bookmark: _Toc193777361]This section provides information on planned interim analysis, if any, for safety or efficacy monitoring. If no interim analysis is planned, state so and include the reason.  If interim analysis is planned, the DSMP should discuss stopping rules
Example: Interim analysis of the study is planned according to the alpha spending rule [Lan and DeMets]. The proportion of expected events is considered as the information statistic. The p-values are constructed to maintain the overall study power of 0.05, two-sided. If the test statistic exceeds the boundary, then the study could be considered for early termination due to emerging differences. The interim look is recommended at the end of year one as we expect approximately 50% of the patients followed for at least six months. 
[bookmark: _Toc535416925]Data and Safety monitoring 
This section describes who is responsible for data and safety monitoring, including names, type of information that will be reviewed and frequency of such reviews.  Single-site, minimal risk clinical trials and non-interventional studies can be monitored by an independent Safety Officer (SO) or the study staff if NIA deems appropriate, while more than a minimal risk single-site and all multi-site clinical trials and all Phase III clinical trials require the oversight of a Data Safety Monitoring Board (DSMB).
[bookmark: _Int_ojEl8nLz]Example: The Principal Investigator (PI) will be responsible for ensuring participants’ safety on a daily basis. The Data and Safety Monitoring Board (DSMB) will act in an advisory capacity to the NIA Director to monitor participant safety, evaluate the progress of the study, to review procedures for maintaining the confidentiality of data, the quality of data collection, management, and analyses. 
[bookmark: _Hlk29824099][bookmark: _Toc193777364]Refer to Sample Data and Safety Monitoring Board Charter (MS Word, 35K) for details. 
For applications with due dates on or after January 25, 2018, and contract solicitations published on or after January 25, 2018, NIH expects that all sites participating in multi-site studies, which involve non-exempt human subjects research funded by the NIH, will use a single Institutional Review Board (sIRB) to conduct the ethical review required for the protection of human subjects.  This policy applies to the domestic sites of NIH-funded multi-site studies where each site will conduct the same protocol involving non-exempt human subjects research. It does not apply to career development, research training or fellowship awards. Implementation of the NIH sIRB policy is expected to reduce unnecessary administrative burdens and systemic inefficiencies while maintaining appropriate human subjects protections.
Overall study Principal Investigator (PI) is responsible for distributing adverse event reports and coordination across multiple sites. Also describe how other DSMB communications will be shared with local site PI’s.
Applications submitted prior to January 25, 2018 involving multiple sites (unless funding opportunity announcement required single site coordination) study Principal Investigator (PI) is responsible for distributing adverse event reports and coordination across multiple sites. PI should also describe how other DSMB communications will be shared with local site PI’s.
[bookmark: _Toc535416926]3.1 Frequency of Data and Safety Monitoring 
This section describes the frequency of data and safety monitoring reviews. 
For studies without NIA-appointed oversight, data and safety monitoring should be reported in the RPPR. 
For studies with a NIA-appointed DSMB, the first DSMB meeting must occur prior to recruitment for the clinical trial component for recommendations for initiation. NIA-appointed DSMB meetings can occur in person or via teleconference, and then regularly (e.g., every six to nine months). The RPPR should include the date of the latest DSMB meeting and include a brief summary of DSMB recommendations and related actions. 
Suggested Language: The NIA-appointed DSMB will meet prior to the clinical trial component to provide recommendations to the study team and NIA for initiation. The NIA-appointed DSMB will then meet regularly (per DSMB/NIA), either in-person, teleconference call, or electronically (via email), to review data and safety monitoring reports (content described in section 3.3) from the study team that include information study progress, data quality, and participants safety. The RPPR will include a brief summary of the latest DSMB meeting and related actions.  
For studies with a NIA-appointed Safety Officer (SO), the SO must provide recommendations to the NIA for clinical trial initiation. Data and safety reports are then provided to the SO by the study team at predetermined intervals (for example, biannually). The RPPR should include the latest recommendations from the SO acknowledging that the SO provided data and safety oversight. The SO’s statement should describe whether there were any issues (and how they were resolved).
[bookmark: _Toc193777365]Suggested Language: 
The NIA-appointed SO will provide recommendations for study initiation to the study team and NIA then twice annually, either in-person, electronically (via email), or by teleconference call to review study progress, data quality, and participants safety. Data and safety reports (content described in section 3.3) are provided to the SO and NIA PO by the study team [(time interval, consistent with first sentence, for example every six months post recruitment initiation)]. The RPPR will include a statement with recommendations from the SO and related actions (if any).
[bookmark: _Toc535416927]3.2 Data Analysis and Coordination
Describe plans for providing a data processing and analysis function. This function must be administered by a designated individual other than the PIs of the trial. In all cases, all data must be directly available to the DSMB and Program Officer on request, except raw data identifying individual participants. 
Plans for notifying subjects of trial results after the conclusion of the trial and providing the subjects' health providers with the appropriate information from the trial, as needed, concerning the individual subject (e.g., cessation of drugs, changes in dosage, etc.) should also be included. 
[bookmark: _Toc535416928]3.3 Content of Data and Safety Monitoring Report 
This section describes the content of the data and safety monitoring reports. Describe the reporting process for masked and unmasked data (i.e., how will reports be prepared and handled to maintain masking). DSMB members must have access to unmasked reports. 
Example: The content of the data and safety monitoring report will include: (e.g., study status, participant descriptive information, safety information, study quality)
Refer to the DSMB Reports Templates for guidance:
· DSMB Report - Single Site Open (MS Word, 336K)
· DSMB Report - Single Site Closed (MS Word, 353K)
· DSMB Report - Multi Site Open (MS Word, 458K)
· DSMB Report - Multi Site Closed (MS Word, 356K)
3.4 DSMB Membership and Affiliation
If the study requires a DSMB, this section includes a roster of the DSMB or the Safety Officer’s (SO) name and their affiliations. 
If DSMB members have not yet been identified, you may provide the proposed roster separately along with the other required DSMB materials.
Example: The following individual(s) has/have accepted position(s) as part of the (e.g., DSMB). DSMB Membership (safety officer) will be reviewed and approved by the NIA. Should there be any questions regarding the independence of the DSMB, it will be addressed and corrected if necessary at that time. 
Name 
Title, Organization
Brief Description (2-3 sentences) of qualifications/reason for role on DSMB
Name 
Title, Organization
Brief Description (2-3 sentences) of qualifications/reason for role on DSMB
Etc.
[bookmark: _Toc535416930]3.5 Conflict of Interest for DSMB/SO
This section describes the conflict-of-interest procedure for NIA-appointed DSMB members or NIA-appointed SO.
The NIA Policy states:  “DSMB members should have no direct involvement with the study or conflict of interest with the investigators or institutions conducting the study.”
[bookmark: _Toc193777368]Each DSMB member will sign a Conflict of Interest Statement which includes current affiliations, if any, with pharmaceutical and biotechnology companies (e.g., stockholder, consultant), and any other relationship that could be perceived as a conflict of interest related to the study and / or associated with commercial interests pertinent to study objectives. 
If the study will have oversight by a SO instead of a DSMB, the SO can be from the same institution as the PI that is conducting the study.
[bookmark: _Toc535416931]3.6 Protection of Confidentiality 
This section describes protection of data presented to the DSMB or SO.
[bookmark: _Toc193777369]Example: Data will be presented in a blinded manner during the open sessions of the DSMB or in SO reports At DSMB meetings or in SO reports, data and discussion are confidential. Participant identities will not be known to the DSMB members or to the SO.
[bookmark: _Toc535416932]3.7 DSMB/SO Responsibilities
This section describes the responsibilities of DSMB/SO members. Below is a list of example responsibilities. 
Note:  The Sample Data and Safety Monitoring Board Charter (MS Word, 35K) provides a detailed list of responsibilities. They include:
Review the entire IRB-approved study protocol and the MOP, with regard to participant safety, recruitment, randomization, intervention, data management, quality control and analysis and the informed consent document.
Recommend changes to the protocol and the informed consent form, when applicable.
Identify the relevant data parameters and the format of the information to be regularly reported.
Recommend participant recruitment be initiated after receipt of a satisfactory protocol. If the need for modifications to the protocol, the MOP, consent form, DSMP or any other study document is indicated by the DSMB/SO and/or the NIA PO, the DSMB/SO will postpone its recommendation for the initiation of participant recruitment until after the receipt of a satisfactory revised protocol(s) or other study documents.
Review masked and unmasked data. These data can be related to safety, recruitment, randomization, retention, protocol adherence, trial operations, data completeness, form completion, intervention effects, sex and minority inclusion.
Identify needs for additional data relevant to safety issues and request these data from the study investigators.
Propose additional analyses and periodically review developing data on safety and endpoints.
At each meeting, consider the rationale for continuation of the study, with respect to progress of randomization, retention, protocol adherence, data management, safety issues, and outcome data (if relevant) and make a recommendation for or against the trial's continuation.
Review and make recommendations on proposed protocol changes, and/or new protocols proposed during the trial. When the DSMBs/SO are unblinded, the Boards/SO may recommend to NIA to appoint a blinded working group of the DSMB/SO to review the proposed protocol changes and make recommendations to NIA on whether to approve the requests.
Provide advice on issues regarding data discrepancies found by the data auditing system or other sources.
Review manuscripts of trial results if requested by the Board/SO or the NIA PO who may seek DSMB/SO review of manuscripts reporting major outcomes prior to their submission for publication.
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