DATA & SAFETY MONITORING PLAN 

The following information is intended to help you in the development of a data and safety monitoring plan. Please use the links in this document to the NIH for further help. 
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POLICY 

NIH policy requires that investigators submit a general description of the Data and Safety Monitoring Plan for clinical trials (biomedical and behavioral intervention studies) as part of the research application.  In developing your Data and Safety Monitoring Plan, you should refer to the NIH Policy for Data and Safety Monitoring (http://grants.nih.gov/grants/guide/notice-files//NOT-OD-00-038.html). See also (http://grants.hih.gov/grants/guide/notice-files/not98-084.html).

Applications that fail to include a Data and Safety Monitoring Plan will be designated as incomplete and will constitute grounds for the PHS to return the application without peer review.

general description 

Establishes the overall framework for data and safety monitoring.  It should describe the entity that will be responsible for monitoring, and how Adverse Events (AEs) will be reported to the Institutional Review Board (IRB), the NIH Office of Biotechnology Activities (OBA), and the Food and Drug Administration (FDA) in accordance with IND or IDE regulations.  Although no specific page limitation applies to this section of the application, be succinct.

Review BOARDS & review FREQUENCY 

Depends on potential risks, complexity, and the nature of the trial; therefore, a number of options for monitoring trials are available.  These can include, but are not limited to, monitoring by a:

· Principal Investigator (required)

· Independent individual/Safety Officer

· Designated medical monitor

· Internal Committee or Board with explicit guidelines

· Data and Safety Monitoring Board (DSMB – required for multisite trials)

· Institutional Review Board (IRB –required)

NIH specifically required the establishment of Data and Safety Monitoring Boards (DSMBs) for Phase III clinical trials involving interventions that entail potential risk to the participants.  Although Phase I and Phase II clinical trials may also use DSMBs, smaller clinical trials may not require this oversight format, and alternative monitoring plans may be appropriate.

A detailed Data and Safety Monitoring Plan must be submitted to the applicant’s IRB and subsequently to the funding IC for approval prior to the accrual of human subjects (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html).

definition of Clinical Research

NIH defines human clinical research as: 

1) Patient-oriented research. Research conducted with human subjects (or on material of human origin such as tissues, specimens and cognitive phenomena) for which an investigator or colleague directly interacts with human subjects.  Excluded from this definition are in vitro studies that utilize human tissues that cannot be linked to a living individual. Patient-oriented research includes: 

a) mechanisms of human disease

b) therapeutic interventions 

c) clinical trials 

d) development of new technologies. 

2) Epidemiologic and behavioral studies 

3) Outcomes research and health services research.  

*Note: Studies falling under Exemption 4 for human subjects research are not considered clinical research by this definition.  

definition of Clinical Trials 

For purposes of reviewing applications submitted to the NIH, a clinical trial is operationally defined as a prospective biomedical or behavioral research study of human subjects that is designed to answer specific questions about biomedical or behavioral interventions (drugs, treatments, devices, or new ways of using known drubs, treatments, or devices).

Clinical trials are used to determine whether new biomedical or behavioral interventions are safe, efficacious and effective.  Clinical trials of experimental drug, treatment, device or behavioral intervention may proceed through four phases:

Phase I Clinical Trials 

Are done to test a new biomedical or behavioral intervention in a small group of people (e.g. 20-80) for the first time to evaluate safety (e.g. determine a safe dosage range, and identify side effects).

Phase II Clinical Trials 

Are done to study the biomedical or behavioral intervention in a larger group of people (several hundred) to determine efficacy and to further evaluate its safety.

Phase III Clinical Trials 

Are done to study the efficacy of the biomedical or behavioral intervention in large groups of human subjects (from several hundred to several thousand) by comparing the intervention to other standard or experimental interventions as well as to monitor adverse effects, and to collect information that will allow the intervention to be used safely.  

Phase IV Clinical Trials 

Are done after the intervention has been marketed.  These studies are designed to monitor effectiveness of the approved intervention in the general population and to collect information about any adverse effects associated with widespread use.

NIH APPLICATION INSTRUCTIONS 

(Direct quote from the PHS-398 instructions)

“If you have marked Yes for Item 4 on the Face Page of the application, AND your proposed research includes a clinical trial, create a section heading entitled Data and Safety Monitoring Plan. Place it immediately following the “Inclusion of Children” section.” 

Go to http://grants.nih.gov/grants/funding/phs398/phs398.html for specific information on what should be included in a data safety plan. Review pages 26-27 and 37-38 of the PHS-398 instructions. 

Applications that fail to include a Data and Safety Monitoring Plan will be designated as incomplete and will constitute grounds for the PHS to return the application without peer review.

