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Overview

All protocols receiving General Clinical Research Center (GCRC) support are required to have a Patient Safety and Monitoring Plan (PSMP), which may include a Data and Safety Monitoring Board (DSMB). The PSMP describes how the study investigators will oversee research subject safety and how adverse events will be graded, characterized, and reported. The plan should be tailored to fit each study. A simple plan may be adequate for a minimal risk study; a more detailed plan will be required for above minimal risk studies. The Principal Investigators (PIs), who have primary responsibility for patient safety, will be asked to submit this information in a separate section, titled PSMP, in their GCRC application.

Effective Oct 1, 2000, the NIH requires "education on the protection of human research participants for all investigators submitting NIH applications for grants or proposals for contracts or receiving new or non-competing awards for research involving human subjects" (NIH Notice: OD-000-039, Aug 25,2000).  This means that all investigators and staff involved in research on human subjects, including biomedical and behavioral researchers, lab technicians, nurses and data managers who are part of the research team, must undergo adequate training, and must provide formal certification of such training for inclusion on all applications for NIH grants in which they would participate. This training is available on the NIH web site at: http://cme.nci.nih.gov/intro.htm . 

Alternatively, the training can be obtained at either the Georgetown GCRC or  Children’s  PCRC.

At Georgetown, the training can be obtained by viewing a videotaped presentation on the GCRC Unit (Main Hospital, 7-East). Call the GCRC Nursing Station at 202-784-0796 to arrange a convenient time. After viewing the presentation, you will sign a form that will be sent to the Georgetown University’s Office of Regulatory Affairs, where the information will be entered into a database and transmitted to the Georgetown University’s Office of Research and Technology Development Services, which will issue you a formal certification.

At Children’s, copies of the IRB training videotape and the exam that needs to be completed after watching the tape are in the CNMC library.  The completed test needs to be brought to Mitchell Squire in the IRB office and individuals will receive a certificate showing they completed the course.  The certification is good for 2 years.  For questions call Mitchell Squire at Tel. 202 884-5277

Section 1 - GCRC Research Subject Advocate (RSA) Program

The GCRC RSA program is committed to facilitate the new patient and safety monitoring process for investigators. The RSA, the IRB, the GAC, and the PI (who has primary responsibility), are responsible for ensuring that all studies conducted on the CGRC meet the safety requirements. Specifically, the RSA is responsible for the following:

· To ensure adequacy of the PSMPs, which may include DSMB if required by an NIH Institute or GCRC Advisory Committee (GAC);

· To facilitate Principal Investigators’ reporting of adverse events;

· To serve as a source of information for research subjects, investigators, nurses, study coordinators and other key study personnel. 

· To serve as unbiased observer and counsel to potential subjects and research teams on informed consent

This level of oversight is necessary to assess compliance of clinical protocols as it relates to subject safety throughout the conduct of the trial. 

Additional Food & Drug Administration (FDA) and National Institutes of Health (NIH) scrutiny applies to any clinical study at Georgetown University, whether or not the study is performed on the GCRC. All investigators are responsible for meeting safety requirements with or without the help of the RSA. The RSA program is designed to help the investigators and to make it easier for them to be in compliance. This program is a unique opportunity to provide GCRC investigators and personnel with the education and guidance to prepare protocols and consent forms, to prepare investigators for mandatory audits, and to ensure compliance with safety regulations. 

Investigators are encouraged to contact Judith Baigis, RSA of Georgetown University GCRC, at baigisj@georgetown.edu or 202.687.5127, or Tomas J. Silber, RSA of Children’s National Medical Center, at tsilber@cnmc.org, or 202.884.3066 before submitting a protocol to ensure that they have captured the key elements of the NIH’s new safety requirements. 

Section 2 - Definition of Phases of Clinical Trials

The following definitions are quoted from the FDA’s Center for Drug Evaluation and Research (CDER) Handbook and NIH Policy for Data and Safety Monitoring. 

Phase I

The NIH definition of Phase I as stated in the “NIH Policy for Data and Safety Monitoring” document is as follows:

A typical Phase I trial of a new drug or agent frequently involves relatively high risk to a small number of participants. The investigator and occasionally others may have the only relevant knowledge regarding the treatment because these are the first human uses. The corresponding Institute/Center [and/or GAC] may require the study investigator to perform onsite monitoring of participant safety with frequent reporting to RSA.

The FDA definition of Phase I as stated in the section 312.21, Phases of an Investigation, of the document coded 62 FR 32479 is as follows:

Phase I includes the initial introduction of an investigational new drug into humans. These studies are closely monitored and may be conducted in patients, but are usually conducted in healthy volunteer subjects. These studies are designed to determine the metabolic and pharmacologic actions of the drug in humans, the side effects associated with increasing doses, and, if possible, to gain early evidence on effectiveness. During Phase I, sufficient information about the drug’s pharmacokinetics and pharmacological effects should be obtained to permit the design of well-controlled, scientifically valid, Phase II studies.

Phase I studies also evaluate drug metabolism, structure-activity relationships, and the mechanism of action in humans. These studies also determine which investigational drugs are used as research tools to explore biological phenomena or disease processes. The total number of subjects included in Phase I studies varies with the drug, but is generally in the range of twenty to eighty.

In Phase I studies, CDER can impose a clinical hold (i.e., prohibit the study from proceeding or stop a trial that has started) for reasons of safety, or because of a sponsor’s failure to accurately disclose the risk of study to investigators. Although CDER routinely provides advice in such cases, investigators may choose to ignore any advice regarding the design of Phase I studies in areas other than patient safety.

Phase II

The NIH definition of Phase II as stated in the “NIH Policy for Data and Safety Monitoring” document is as follows:
A typical Phase II trial follows Phase I studies and there is more information regarding risks, benefits and monitoring procedures. However, more participants are involved and the toxicity and outcomes are confounded by disease process. The corresponding Institute/Center [and/or GAC] may require monitoring similar to that of a Phase I trial or supplement that level of monitoring with individuals with expertise relevant to the study who might assist in interpreting the data to ensure patient safety.

The FDA definition of Phase II as stated in the section 312.21, Phases of an Investigation, of the document coded 62 FR 32479 is as follows:

Phase II includes the early controlled clinical studies conducted to obtain some preliminary data on the effectiveness of the drug for a particular indication or indications in patients with the disease or condition. This phase of testing also helps determine the common short-term side effects and risks associated with the drug. Phase II studies are typically well-controlled, closely monitored, and conducted in a relatively small number of patients, usually involving several hundred people.

Phase III

The NIH definition of Phase III as stated in the “NIH Policy for Data and Safety Monitoring” document is as follows:
A Phase III trial frequently compares a new treatment to a standard treatment or to no treatment, and treatment allocation may be randomly assigned and the data masked. These studies usually involve a large number of participants followed for longer periods of treatment exposure. While short-term risk is usually slight, one must consider the long-term effects of a study agent or achievement of significant safety or efficacy differences between the control and study groups for a masked study. The corresponding Institute/Center [and/or GAC] may require a PSMB/DSMB to perform monitoring functions. This PSMB would be composed of experts [external to and] relevant to the study and would regularly assess the trial and offer recommendations to the GAC concerning its continuation.

The FDA definition of Phase III as stated in the section 312.21, Phases of an Investigation, of the document coded 62 FR 32479 is as follows:

Phase III studies are expanded controlled and uncontrolled trials. They are performed after preliminary evidence suggesting effectiveness of the drug has been obtained in Phase II, and are intended to gather the additional information about effectiveness and safety that is needed to evaluate the overall benefit-risk relationship of the drug. Phase III studies also provide an adequate basis for extrapolating the results to the general population and transmitting that information in the physician labeling. Phase III studies usually include several hundred to several thousand people.

In both Phase II and III, CDER can impose a clinical hold if a study is unsafe (as in Phase I), or if the protocol is clearly deficient in design in meeting its stated objectives. Great care is taken to ensure that this determination is not made in isolation, but reflects current scientific knowledge, agency experience with the design of clinical trials, and experience with the class of drugs under investigation.

Phase IV

Phase IV studies are performed about drug approval [by the FDA] and are related to the approved indication. They are often important for optimizing a drug’s use. Therapeutic use studies go beyond the prior demonstration of the drug’s safety, efficacy, and dose definition. (Federal Register, vol. 62, no. 242, December 17, 1997, 66116-66118).

Section 3 - Patient Safety and Monitoring Plan (PSMP)

The National Advisory Research Resources Council (NARRC) recommends that all GCRC protocols have a data/[patient] safety and monitoring plan, which includes periodic review and recording as appropriate for each study. 

The Patient Safety and Monitoring Plan (PSMP) should have the following essentials elements: 

A) Assignment of Risk Levels,

B) Grading of Adverse Events, 

C) Plans for Reporting of Adverse Events, and

D) Plans for Monitoring the Progress of Trials and the Safety of Participants. 

A - Assignment of Risk Levels

Risk levels are specified by PIs and approved by the IRB, which evaluates risk levels, PSMP, and monitoring.  The IRB disapproves research in which the risks are judged unreasonable in relation to the anticipated benefits.

According to the Institutional Review Board (IRB) Guidebook, published by the US Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP), Federal regulations define only “minimal risk.”  The Title 45 Code of Federal Regulations (CFR) Part 46.102 defines minimal risk as follows: 

Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical examinations or tests. 

When assessing risks, the IRB Guidebook suggests that one of the following risk categories be selected:

1. The research involves no more than minimal risk to subjects

2. The research involves more than minimal risk to subjects

a. The risk(s) represents a minor increase over minimal risk

OR

b. The risk(s) represents more than a minor increase over minimal risk
Please note that in the assignment of risk levels, a research survey may be considered more than minimal risk to subjects if dealing with very sensitive information.

B - Grading of Adverse Events

The PI must indicate in the Patient Safety and Monitoring Plan the grading scale to be used to grade adverse events in the study. Each protocol may have a unique approach to grading adverse events and PIs should consult the funding source for a specific grading scale. Grading scales, defined by PIs, require the GAC approval. 

The following grading scale is to be used as a guiding principle to grade an adverse event.  If a protocol uses a different grading scale, the PI should specify how it can be matched/related to the grading scale indicated in this document.  Please note that according to the FDA’s definition  -- as stated in ‘Section 4 – Glossary’ of this document on page 11 -- Grades 3,4, and 5 are considered Serious Adverse Events.

Serious Adverse Events (SAE):

5 - Fatal

4 - Life threatening

3 –



· Require professional medical attention (initial patient hospitalization, 

prolongation of hospitalization, significant or persistent disability/incapacity) or 
· Result in inability to carry on normal activities or 

· Congenital anomaly/birth defect (including that occurring in a fetus)

Non-Serious Adverse Events (AE) are all those which do not meet SAE criteria 3, 4, 5 above but which:


      2 - Require treatment 

      1 - Do not require treatment

C - Plans for Reporting of Adverse Events

The GCRC has its reporting requirements as do study sponsors, the NIH, and FDA.

If a study involves drugs with expected adverse events, the procedure for reporting them must be specified in the PSMP.

If the FDA or NIH puts a multi-center clinical trial on hold, the GAC and IRB need to be assured by the PI that the protocol has been stopped at the Georgetown University/Children’s National Medical  Center  GCRC.  

The IRB should evaluate the magnitude of the serious adverse events for all GCRC protocols to determine if any protocols need additional staffing for safety or, possibly, need to be done in another setting. 

Reporting of Adverse Events

The PIs should follow the guidelines indicated in Table 1 for reporting of expected and unexpected [adverse] events.

Table 1. Reporting of Adverse Events

	Adverse Events:

Grades 1 & 2
	Adverse Event  reporting NOT required unless mandated by sponsor, agency, institution,  or protocol.



	Serious Adverse Events:

Grades 3, 4, 5
	Report by phone within 24 hours to IRB, GCRC Nurse Manager, GCRC RSA, sponsor, NIH and/or FDA, if appropriate.*

Expedited report to follow within 10 working days.*

This includes all deaths within 30 days of the last dose of treatment with an investigational agent regardless of attribution.

Any late death attributed to the agent (possible, probable, or definite) should be reported within 10 working days.

*The only exception to this reporting schedule is with AE’s that meet criteria for SAE’s but are “expected” events; in this case, alternative plans for reporting must be specified in the PSMP.


D - Plans for Monitoring the Progress of Trials and the Safety of Participants

The level of monitoring for clinical studies is commensurate with the type of study and level of risk. Monitors will recommend the continuation, modification, or termination of clinical studies based upon their evaluation and review of the data.

Plans for monitoring the progress of trials and the safety of patients should include the following elements (these elements can be answered either by text or by referring to a specific section and page number in the protocol for each of the points below):

1. Summary of safety tests, particularly those that screen out ineligible research subjects and those that monitor for toxicity and other adverse outcomes (can be met/satisfied with adequate reference to previously outlined inclusion/exclusion criteria).

2. A description of who will manage the patients and be responsible for assessing subjects’ responses including potential adverse events during their participation in the protocol. Please provide 24-hour contact information of the PI or other responsible member of the study team.

3. A description of what adverse events are anticipated and how they will be classified. Please refer to the ‘Grading of Adverse Events’ section of this document on page 8.

4. A description of the individuals and/or entities to whom adverse events will be reported and with what frequency. Please refer to ‘Plans for Reporting of Adverse Events’ section of this document on pages 8-9.

5. A description of individuals and/or entities in charge of dispensing the drugs. These individuals must be research pharmacists on staff.

6. A description of who will perform the analysis of the adverse events.

a. At what intervals will data be reviewed?

b. Are stopping rules determined? If so, what are they?

7. Who will monitor the study and to whom will the study monitor report?

a. Describe the frequency of the monitoring

b. If a DSMB is required, describe the composition of the board, what role the board will play, the frequency of meetings and how reports will be disseminated and to whom.

Section 4 - Glossary

The following definitions are excerpted from the FDA’s document, titled “Guidance for Industry: Postmarketing Safety Reporting for Human Drug and Biological Products Including Vaccines.” While most definitions are drug-related, they can also relate to social and behavioral survey investigations.

Adverse Experience [also known as Adverse Event] – Any adverse event associated with the use of a drug or biological product in humans, whether or not considered product-related, including the following: An adverse event occurring in the course of the use of a drug product in professional practice; an adverse event occurring from drug overdose whether accidental or intentional; an adverse event occurring from drug abuse; an adverse event occurring from drug withdrawal; and any failure of expected pharmacological action. Reporting an adverse experience does not necessarily reflect a conclusion by the applicant or the FDA that the product caused or contributed to the adverse experience. Adverse experience is synonymous with adverse drug experience, adverse biological experience, adverse product experience, and adverse event.

Expected Adverse Experience – Adverse experience listed in the current FDA-approved labeling for the drug or licensed biological product. This would include any section of the labeling that refers to adverse experience information.

Initial Reporter – The original source of information concerning an adverse experience (e.g., consumer, healthcare professional).

Life-threatening Adverse Experience – An adverse experience that, in the view of the initial reporter, places the patient at immediate risk of death from the adverse experience as it occurred. It does not include an adverse experience that had it occurred in a more severe form, might have cause death.

Serious Adverse Experience [also known as Serious Adverse Event] – An adverse experience occurring at any dose that results in any of the following outcomes:

· Death

· Life-threatening adverse experience

· Initial patient hospitalization

· Prolongation of hospitalization

· Significant or persistent disability/incapacity

· Congenital anomaly/birth defect (including that occurring in a fetus)

· Important medical events, based upon appropriate medical judgement, that may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed above.

Unexpected Adverse Experience – Adverse experience not included in any section of the current FDA-approved labeling for the drug or licensed biological product. This includes an adverse experience that may differ from a labeled adverse experience because of greater severity or specificity (e.g., abnormal liver function versus hepatic necrosis). Adverse experiences listed as occurring with a class of drugs or biological products but not specifically mentioned with a particular drug or biological product are considered unexpected (e.g., rash with antibiotic X would be unexpected if the labeling said “rash may be associated with antibiotics”). This is because the labeling does not specifically state “rash is associated with antibiotic X.” Reports of death from an adverse experience are considered unexpected unless the possibility of a fatal outcome from that adverse experience is stated in the labeling.
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