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Event Reporting - Unanticipated Problems, Adverse Events, and Protocol Deviations
Policy:

Federal regulations 45 CFR 46.103(b)(5)(i) and 21 CFR 56.108(b)(1) require IRBs to have written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the federal department or agency head of any unanticipated problems involving risks to subjects or others. The IRB must comply with all applicable local, state, and federal regulations in the conduct of research studies.  In keeping with these regulations, investigators are required to promptly report to the IRB unanticipated problems involving risks to subjects or others. The UHCMC IRB will review the reports and fulfill reporting requirements to the appropriate institutional officials and federal departments or agencies.

In order to approve research the UHCMC IRB must ensure that risks to subjects are minimized and the risks are reasonable in relation to the anticipated benefits. They are also responsible for conducting continuing review of research to review reports of unanticipated problems, adverse events, protocol deviations, and other risks. The risks may involve physical, emotional, financial, social, psychological, or legal harm to the subject (or to others). The IRB has the authority to suspend or terminate approval that has been associated with unexpected serious harm to subjects or others.   

Definitions:

General

Unanticipated Problem Involving Risks to Participants or Others, include any incident, experience, or outcome that meets all of the following criteria:

(1) 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 subject population being studied; and
(2) suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.

Adverse Event, although not defined under either the DHHS or FDA regulations, recent OHRP guidance of January 15, 2007, Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events uses the term to include any event meeting the following definition:

Any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the subject’s participation in the research, whether or not considered related to the subject’s participation in the research. An adverse event encompasses both physical and psychological harms; and although they most commonly occur in the context of biomedical research, they can also occur in the context of social and behavioral research. 
Protocol Deviation: Any alteration/modification to the IRB-approved protocol that is not approved by the IRB prior to its initiation or implementation.

Minor Protocol Deviation is an incident involving noncompliance with the protocol but one that typically does not have a significant effect on the subject’s rights, safety, welfare, or on the integrity of the resultant data.

Major Protocol Deviation is a more serious incident involving noncompliance with the protocol usually involving critical study parameters.  Major protocol deviations generally affect the subject’s rights, safety, or welfare, or the integrity of the study data.  A major protocol deviation can also be called a protocol violation.

Protocol Exception is a temporary deviation from the protocol that has been approved by the IRB before its initiation.  Protocol exceptions are usually for a specific participant (e.g., allowing enrollment of a participant who is close to, but outside of, the age eligibility).

Non-Study Related Event refers to an event that would occur regardless of participation in the protocol.

Study Related Event refers to an event that is related to participation in the protocol.  The event can be study-related or possibly study-related.

Minimal Risk means that both 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 or psychological examinations or tests (45 CFR 46.102 (i)).

Internal (On-Site) Event refers to an event (including unanticipated problems and adverse events) that occurs in a participant who was consented using a UHCMC IRB approved consent process.  Studies approved by the IRB but conducted outside the United States are considered “on-site” for adverse event reporting.

External (Off-site) Event refers to an event reported to a UHCMC investigator that occurred in a participant who gave consent using consent documents that were not approved by the UHCMC IRB.  

Types of Adverse Events

Expected adverse events are defined as any event, the specificity or severity of which is consistent with the current investigator brochure; or, if an investigator brochure is not required or available, the specificity or severity of which is consistent with the risk information described in the general investigative plan or elsewhere in the current application, as amended.

Unexpected adverse events (21 CFR 312.32) are defined as any adverse event, the specificity or severity of which is not consistent with the current investigator brochure; or, if an investigator brochure is not required or available, the specificity or severity of which is not consistent with the risk information described in the general investigative plan (i.e., research plan) or elsewhere in the current application including the consent form, as amended. "Unexpected", as used in this definition, also refers to an adverse drug experience that has not been previously observed (e.g., included in the investigator brochure) rather than from the perspective of such experience not being anticipated from the pharmacological properties of the pharmaceutical product.
For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the investigator brochure only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the investigator brochure only listed cerebral vascular accidents.

Serious adverse events (21 CFR 312.32) are adverse events that result in any of the following outcomes: death; a life threatening experience; inpatient hospitalization or prolongation of existing hospitalization; a persistent or significant disability/incapacity; or a congenital anomaly/birth defect. In addition, events that may not result in death, be life-threatening, or require hospitalization may be considered serious when, based upon appropriate medical judgment, they may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed above. Although death is a serious adverse event, the reporting requirements are different.
· Death is when a person dies while enrolled in a research protocol.  Deaths which occur after the subject’s research participation has ended do not need to be reported to the IRB unless the death is related to study participation.
Non-serious Adverse Event is any event that causes interference with routine daily activities without major discomfort and these interferences do not persist.  Non-serious events also includes events that that are easily tolerated and do not affect participation in routine daily activities.                                             

Types of Protocols

Observational Studies includes research that does not involve any intervention, alteration in standard clinical care or use in participants of any invasive or non-invasive procedure.  Studies limited to the recording of data on individuals receiving standard medical care, the use of existing specimens or data, or the retrospective review of health information are, for the purposes of this policy, considered observational studies.

Non-interventional Studies are studies on normal human functioning and development that involve limited invasive or non-invasive procedures, e.g., blood or urine collection, moderate exercise, fasting, feeding, sleep, learning, responses to mild sensory stimulation, surveys or questionnaires, etc. are, for the purposes of this policy, considered non-interventional studies.

Interventional Studies include research designed to evaluate the safety, effectiveness, or usefulness of therapies (e.g., drugs, diet, exercise, surgical interventions, or medical devices), diagnostic procedures (e.g., CAT scans or prenatal diagnosis through amniocentesis, chorionic villi testing, and fetoscopy) or preventive measures (e.g., vaccines, diet, or fluoridated toothpaste).  Interventional studies also include studies that include procedures with risk that are done solely for research purposes and of no benefit to the participant (e.g., bone marrow aspiration or bronchoscopy in normal volunteers).

Reporting Requirements of Unanticipated Problems Involving Risks to Subjects or Others
All unanticipated problems involving risks to subjects or others must be reported to the UHCMC IRB within fourteen (14) calendar days of discovery of the problem or event. The only exception to the above time frame is for the reporting of deaths. All study related deaths must be reported to the IRB within seven calendar days of their discovery. Internal Adverse Events deemed to be unrelated to study participation must be reported within 14 calendar days; and external adverse events that are deemed to be unrelated to the research need to be reported at continuing review  (see Adverse Events section for guidance). 
The following are examples of unanticipated problems that need to be reported by the Principal Investigator (PI) to the UHCMC IRB as soon as possible, but in all cases within 14 calendar days:
1. Adverse events, which in the opinion of the PI, are both unexpected and related.

a. An adverse event is “unexpected” when it’s specificity and severity are not accurately reflected in the informed consent document. 

b. An adverse event is “related to the research procedures” if in the opinion of the PI, it was more likely than not to be caused by the research procedures, or if it is more likely than not that the event affects the rights and welfare of current participants.

2. Information that indicates a change to the risks or potential benefits of the research. For example:

a. An interim analysis indicating that participants have a lower rate of response to treatment than initially expected.

b. Safety monitoring indicating that a particular side effect is more severe, or more frequent than initially expected.

c. A paper is published from another study that shows that an arm of your research is of no therapeutic value.

3. A breach of confidentiality including inappropriate disclosure, lost or stolen confidential information.

4. Change in FDA labeling or withdrawal from marketing of a drug, device, or biologic used in a research protocol.

5. Changes to the protocol taken without prior IRB review to eliminate apparent immediate hazard to a research participant.

6. Incarceration of a participant in a protocol not approved to enroll prisoners.

7. Event that requires prompt reporting to the sponsor such as disqualification or suspension of investigator.

8. Complaint of a participant when the complaint indicates unexpected risks or the complaint cannot be resolved by the research team.

9. Protocol deviation (including accidental or intentional protocol deviation) that caused harm to participants or others or indicates participants or others are at increased risk of harm.

10. Unanticipated adverse device effect (Any serious adverse effect on health or safety or any life-threatening problem or death (must be reported within 7 calendar days) caused by, or associated with, a device, if the effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application); or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects.) 

A) Adverse Events

In practice, only a small subset of adverse events occurring in human subjects participating in research, meet the three criteria for an unanticipated problem involving risks to subjects or others. 

The primary responsibility for the evaluation of internal and external adverse events lies with the principal investigator of the protocol.  This includes the documentation, investigation, and follow-up of these events.  For those events that require reports to the IRB it is the principal investigator’s responsibility to submit the reports in a timely manner.  How the event is reported depends on the risk level of the research and the severity of the event.  These requirements are detailed below.  If new risks to the participants are identified they must be included in a revised consent form.

Reporting an event to the IRB does not relieve the investigator of the obligation to report the event to other agencies such as the FDA, study sponsors, or the GCRC. The mechanism and timing of the reports vary depending on the type of protocol, severity of the event and whether it occurred on-site (internal) or is reported to the investigator by the sponsor (off-site/external).

  

Adverse events are reported by using the Internal Adverse Event Checklist (I-AE) for internal adverse events, and the External Adverse Event Checklist (E-AE) for external adverse events.  The adverse event forms must be completely filled out and signed by the principal investigator.  The original of the adverse event checklist, plus any supporting documentation, is required by the IRB.  If the investigator requires a date stamped copy as a receipt, a copy of the materials must also be submitted.  If the adverse event is submitted electronically through the IRB Intranet, one form, and any additional material, is submitted to the IRB.

Multiple factors determine when and how an adverse event is reported.  One of the most important distinctions is whether the event is expected or unexpected.  To make this determination it is necessary to know the underlying condition of the subject including co-morbidities, and the severity and frequency of events in patients who qualify for the study.  An expected adverse event meets one or more of the following criteria:

· Attributed to the underlying condition of the patient being studied.

· Attributed to the patient population being studied.

· Anticipated on the basis of prior experience with the drug under investigation or with related drugs.

· Identified in the investigator brochure, informed consent, or study drug labeling.

An unexpected adverse event meets one or more of the following criteria:

· Not listed in the informed consent, protocol, or investigator brochure.

· Not attributed to the underlying condition of the subject taking into account co-morbid conditions.

· Not attributed to the patient population

· Severity and/or frequency of the event is beyond the range previously known.

A flow-chart with summary information for studies with greater than minimal risk is also available at the IRB website.  For all reporting periods “days” refers to calendar days after the investigator learned of the event.  All reportable events need to be reported to the IRB within the timeline even if the information about the event is incomplete.  Further information can be added with a follow-up report.

1) Internal Adverse Events

Internal (On-Site) adverse events are events that occur in a participant who was consented using a UHCMC IRB approved consent process.  Studies approved by the IRB but conducted outside the United States are considered “on-site” for adverse event reporting.

a) Internal Events in Observational Studies and Non-Interventional Studies with No Risk or Minimal Risk

The IRB does not require the principal investigator to report adverse events that occur to subjects enrolled in an observational study or non-interventional study unless the event is related to study participation, causes a change in study design or increases risk for other participants.  Examples of adverse events that need to be reported include a participant fainting and hitting his head while a study blood sample is drawn, and a participant suffering an injury from slipping on a wet floor at a visit to complete a research questionnaire.  Another example would be participants experiencing an unexpected amount of anxiety while completing a research questionnaire necessitating a change in the informed consent.  If the event meets reporting requirements, it is reported using the Internal Adverse Event Checklist (I-AE) and must be reported within 14 calendar days.

b) Internal Events in Interventional Studies or Studies with Greater than Minimal Risk

Events that occur to participants at UHCMC in an interventional study approved by the IRB must be reported as follows on an Internal Adverse Event Checklist (I-AE):

· All fatal events must be reported to the IRB within 7 calendar days of the event, if the principal investigator believes the even to be related; and no later than 14 calendar days if the principal investigator believes the event not to be related to the study.  It is the principal investigator’s and study sponsor’s responsibility to determine if the death requires an immediate suspension of enrollment of new subjects or changes for subjects currently enrolled, pending the IRB review of the event..      

· All serious and study-related events must be reported to the IRB within 14 calendar days of the event regardless of whether the event was expected or unexpected.  If not study-related, all serious, unexpected and expected events should be reported at the next continuing review or at study closure.  If a serious adverse event affects the risk/benefit ratio for study participants and/or requires a change in the protocol or consent form, the principal investigator must make those changes promptly (within 14 calendar days) and submit the revised documents to the IRB.

· All non-serious events, regardless of whether they were expected/unexpected or possibly study-related/not study-related, should be reported at the next continuing review or at study closure.
· Any other event that changes the risk/benefit ratio of the study or requires a change in the protocol or the consent form must be reported to the IRB within 14 calendar days.

Any previously unreported Internal Adverse Events that meet the reporting criteria for Continuing Review are reported at study closure.

c) Reporting Summary Table for Internal Events for Studies with Risk

If the event changes the risk for other study participants and requires changes in the consent documents, report as soon as possible (but within 14 calendar days), otherwise report as follows:

 

     Study Related

             Not Study Related

Death 


within 7 calendar days

 within 14 calendar days

Serious

within 14 calendar days

at next Continuing Review

Non-serious 

at next Continuing Review

at next Continuing Review

2) External Adverse Events

External (Off-site) event refers to an event reported to a UHCMC investigator that occurred in a participant who gave consent using consent documents that were approved by another IRB.

a) External Events at another Study Site occurring on a Protocol that is Active at UHCMC
Events or problems occurring to a participant not enrolled at a UHCMC site and where the UHCMC investigator is not responsible for the reporting of the event to a regulatory agency are expected to have review as described in the Data and Safety Monitoring Plan (DSMP) for the protocol (IRB Policy, Protocol Submission Requirements).  

All external events reported to a UHCMC principal investigator must be promptly reviewed by the principal investigator and any event that changes the risk/benefit ratio of the study, or requires a change in the protocol or the consent form, must be reported to the IRB within 14 calendar days using an External Adverse Event Checklist (E-AE).  The principal investigator must make the protocol changes as soon as possible and submit the revised documents to the IRB as an addendum to the protocol (Protocol Addendum Checklist (A)).  

Other events are reported as follows:

· All fatal events must be reported to the IRB no more than 7 calendar days after the principal investigator learns of the event, only if the principal investigator or sponsor believes the event to be related to the study.   The event is reported to the IRB using an External Adverse Event Checklist (E-AE). If the death is determined to be unrelated to the study, it must be reported at the time of next Continuing Review.
· All serious adverse events that do not affect the risk/benefit ratio for study participants and/or require a change in the protocol are reported at submission of the next continuing review or study closure.

· All non-serious events are kept in the investigator’s files and do not need to be reported to the IRB.

b) External Events at another Site Occurring on a Protocol Related to a Protocol Active at UHCMC
If a UHCMC investigator is notified about an adverse event that occurred at another site in a study related to, but not the same as, the UHCMC protocol, and the adverse event results in a change in the UHCMC protocol, consent form, or the risk/benefit ratio, the adverse event must be reported within 14 calendar days of learning of the event using the External Adverse Event Checklist (E-AE), and the protocol changes must be made and submitted to the IRB by the principal investigator as soon as possible.  The same rule applies if the change in the UHCMC protocol is due to publication of the adverse events results from another study which has an impact on the UHCMC protocol.
 
Adverse events which occur in another study (including fatal events) and which do not result in a change in the protocol, consent form, or the risk/benefit ratio for the UHCMC study, do not need to be reported to the IRB but should be kept on file by the investigator.

c) When a UHCMC Investigator Directs a Coordinating Center Which Receives External Adverse Events from Other Sites  

Whenever a multi-center study is submitted to the IRB with the UHCMC site as the data coordinating center, the principal investigator must include as part of the DSMP for the protocol a mechanism for reviewing external adverse events.  This would include a detailed description of the person or group that will be responsible for reviewing adverse events that occur at other study sites.  The designated person or entity may be a locally constituted Data and Safety Monitoring Board (DSMB), a centrally constituted DSMB, the sponsor, or other group acceptable to the IRB.  How the DSMB will inform the IRB of their activities is an essential part of the DSMP.  
 
If an adverse event occurs in such a multi-center study and the adverse event results in a change in the protocol, consent form, or the risk/benefit ratio for participants, a report of the adverse event must be reported within 14 calendar days of learning of the event using the External Adverse Event Checklist (E-AE). The protocol changes must be made and submitted as an addendum to the IRB by the principal investigator as soon as possible after being notified.  
 
Adverse events that do not result in a change in the protocol, consent form, or the risk/benefit ratio are reported to the IRB at the time of submission of the next continuing review.  Note that this is a higher reporting standard than for external events where the UHCMC investigators are not responsible for adverse event review for the entire study (section a) above and section b) above).
3) Reporting Issues

a) Reporting Of Adverse Events at Continuing Review or Study Closure
The continuing review report of a protocol will summarize all adverse events occurring since the last IRB review (IRB Policy, Protocol Continuing Review).  This includes both events individually reported to the IRB since the last IRB review and events that do not need to be reported to the IRB until the continuing review.  Copies of the adverse event report forms should not be submitted with the continuing review.  Internal and external adverse events should be categorized as follows:  

· Severity: Fatal, Serious, or Non-serious.

· Relation to Study: Study-related, Possibly Study-related, or Not Study-related.  For external adverse events Unknown relation to the study may be used.

· Expected: Expected or Unexpected for the protocol and the participant’s medical status.

The suggested format for submitting summaries of adverse events at the time of continuing review or study closure is available from the IRB website under “miscellaneous forms”.

The investigator should provide an assessment of whether the adverse events present any additional risks to study participants.  Any additional risks to participants must be included in revised informed consent forms that are reviewed and approved by the IRB.

b) Reporting Internal or External Adverse Events on a Closed or Terminated Study

The IRB does not accept adverse event reports for events that occur after a protocol is formally closed or terminated at UHCMC, unless it is deemed to have an impact on the safety and welfare of an individual.  Adverse events occurring after the closure or termination of a study should be reported to the sponsors and the FDA as appropriate and a copy maintained in the study file.

c) Reporting Internal Adverse Events after a Participant has Completed a Study 

If a participant has an adverse event after completing all of his or her study activities, and the study remains open at UHCMC for other participants, the adverse event is only reported if it was study related.

d) Reports of Events to Governmental Agencies

The study principal investigator must be familiar with DHHS, FDA regulations, and Institutional policies governing adverse event reporting requirements.  There may also be other different or additional agency specific reporting requirements that the principal investigator must meet.  There are additional reporting requirements for a principal investigator who is also the sponsor/investigator of a clinical trial on an investigational drug.  He or she must submit written IND safety reports to the FDA on a timely basis.  The reports must include any adverse event associated with the use of the drug that is both Serious and Unexpected; or any finding from tests in lab animals that suggests a significant risk for human participants.


The principal investigator who conducts sponsored research projects funded by a Federal agency is obligated to report adverse events that are serious and unanticipated simultaneously to both the Federal agency and to the IRB. The IRB has a separate and distinct obligation to report the adverse events to government authorities.  UHCMC institutional officials (and the Vice-President for Research and Technology of the Center for Clinical Research/Compliance Officer) will determine when an adverse event reported to an IRB should be reported to the Office of Human Research Protections (as part of the Institutional Assurance on file with OHRP), to the FDA, and to the Office of Research Integrity.  Federally required reports from a principal investigator regarding termination for cause or suspension of a research project must be co-signed by the Compliance Officer from the UHCMC Office of Research Administration before they are sent to the funding agency.


Trials for which the National Cancer Institute is also the IND Sponsor have somewhat different reporting requirements.  

Trials involving recombinant DNA molecules have reporting requirements in addition to those listed above.  See OHRP guidelines
For events that occur on the GCRC a copy of the event report is submitted to the GCRC office.

e) Independent Safety Monitoring Reports

It is the responsibility of the investigator to submit any independent safety monitoring report to the IRB.  Safety monitoring reports that do not result in a change in the protocol or consent form are submitted with the Information to File with Protocol Checklist (F) or at Continuing Review.
f) Failure to Report an Adverse Event

Failure to report an adverse event in a timely manner may be considered a compliance matter and referred to the IRB for review and a compliance determination (IRB Policy, Non-Compliance with Human Subjects' Regulations).

B) Unanticipated Problems 
There are other types of incidents, experiences, and outcomes that occur that represent unanticipated problems, but are not considered adverse events. For example, some unanticipated problems involve social or economic harm instead of the physical or psychological harm associated with adverse events.  In other cases, unanticipated problems that are not adverse events may also place subjects or others at increased risk of harm, but no harm occurs to the participant. 
The primary responsibility for the evaluation of unanticipated problems lies with the principal investigator of the protocol.  This includes the documentation, investigation, and follow-up of these events.  For those events that require reports to the IRB it is the principal investigator’s responsibility to submit the reports in a timely manner.  How the event is reported depends on whether: the event involved a study participant that signed a UHCMC IRB approved informed consent form; and whether the event involved a risk, potential risk, or harm to the rights, safety, or welfare of a study participant.  If the Unanticipated Problem does not meet these criteria, then the event does not meet reporting criteria and should be retained in the investigator’s file for reference.   If, however, both criteria are met, the Unanticipated Problem must be reported to the IRB within 14 calendar days.  The Unanticipated Problem or Protocol Deviation Checklist (U/D) must be completed and signed by the principal investigator and submitted with supporting documentation.  Failure to report an unanticipated problem in a timely manner may be considered a compliance matter and referred to the IRB for review and a compliance determination (IRB Policy, Non-Compliance with Human Subjects' Regulations).

C) IRB Review of Adverse Events, Unanticipated Problems 

All adverse event or unanticipated problem reports are initially reviewed by the Chair or a Vice-Chair of the IRB. The Chair or Vice-Chair of the IRB will determine whether the problem is an unanticipated problem involving risks to participants or others based on whether the problem is:

(1)
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 subject population being studied; and

(2)
suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.
If the Chair or Vice-Chair of the IRB determines that the problem is NOT an unanticipated problem involving risks to participants or others, no further action is taken under this policy.

If the Chair or Vice-Chair of the IRB determines that the problem IS an unanticipated problem involving risks to participants or others the problem is reviewed by a convened IRB as described below.

Events involving risks to subjects or others (as defined above) will be initially reviewed within two days and scheduled for discussion at the next convened IRB meeting.

4) IRB Review

All unanticipated problems reviewed at full Board will be assigned a primary and secondary reviewer.  The reviewers will usually be the Chair and Vice-Chair of the Board, however a senior more experienced member of the IRB may also be assigned to review. If possible, the information about the event will be distributed with the meeting packets; however, if time does not allow it will be distributed in advance to the primary and secondary reviewers and to the other Board members at the beginning of the meeting.

The primary and secondary reviewers will receive the event reporting checklist (IAE, EAE, or U/D) with the investigator’s description of the event; current protocol; current approved consent form; any sponsor and regulatory correspondence regarding the event; and any other related document deemed necessary. The other Board member reviewers will receive a copy of the event reporting checklist with the investigator’s description of the event; any sponsor and regulatory correspondence regarding the event; and any other related document deemed necessary. The complete IRB file is available to all members before, during and after the IRB meeting.
When unanticipated problem are reviewed at an IRB meeting, the Board will consider whether any corrective actions or substantive changes to the research are required. The Board may consider any of the following and determine that corrective actions or substantive changes are required. 
· Review changes to the research protocol initiated by the investigator prior to obtaining IRB approval to eliminate apparent immediate hazards to subjects;

· Request modification of inclusion or exclusion criteria to mitigate the newly identified risks;

· Implementation additional procedures for monitoring subjects such as additional monitoring by an independent monitor; 

· suspension of enrollment of new subjects;

· suspension of research procedures in currently enrolled subjects;

· modification of informed consent documents to include a description of newly recognized risks; and 

· Require notification of additional information about newly recognized risks to current and previously enrolled subjects.

· To accept the report with no changes to the risk/benefit ratio or the informed consent documents.

· Request further information from the investigator or Data and Safety Monitoring Board.

· Increase the frequency of continuing review.

· Halt new enrollment in the study pending a revised approved consent form and require currently active participants to be re-consented using the revised consent form.

· Terminate all study activities.

· Referral to other organizational entities
The minutes must document the discussion of the Board; their determinations and actions. This includes but is not limited to:
· Whether the study is to continue as written and approved.

· Whether the protocol and/or consent form needs to be revised to address any additional risks.

· Whether participants need to be re-consented.

· Whether additional information about the event needs to be provided.

· Whether the protocol is to be suspended.

The IRB will communicate its determination and finding to the principal investigator by sending a letter outlining the findings of the IRB and any required actions of the principal investigator.

At its discretion the IRB may request outside consultation to assist in its review of an adverse event (IRB Policy, Ethics Consultations).

5) Reporting to Regulatory Agencies, Department Heads and Institutional Officials

All unanticipated problems involving risks to subjects or others will be reported to Regulatory Agencies, Department Heads and Institutional Officials as established in IRB Policy, Reporting to Regulatory Agencies, Department Heads and Institutional Officials. 

D) Protocol Deviations 

A principal investigator with an IRB approved protocol must conduct the protocol under the terms and specifications of the study as approved by the IRB.  An investigator may not deviate from the requirements for procedures or testing of participants as outlined in the protocol.  Protocol Deviations must be reported by the principal investigator to the IRB in a timely manner.  Major Deviations are reported to the IRB within 14 calendar days of discovery.  Minor Deviations are kept in the investigator’s file.  

Deviations are reported using the Unanticipated Problem or Protocol Deviation Checklist (U/D).  If appropriate, the principal investigator should explain the corrective actions taken to avoid future deviations.  If a change in the protocol is needed a Protocol Addendum Checklist (A) is also used.  The examples listed below are a guide and are not meant to be all-inclusive.

1) Examples of Major Deviations

· Failure to obtain informed consent, i.e., there is no documentation of informed consent or informed consent was obtained after initiation of study procedures.

· Informed consent obtained by someone not approved to obtain consent for the protocol.

· Use of invalid consent form, i.e. consent form without IRB approval; or outdated/expired consent form.

· Enrollment of a participant who was ineligible for the study.

· Performing a research procedure not in the approved protocol.

· Failure to report serious adverse event to IRB; sponsor; and/or regulatory agencies.

· Study medication dispensing or dosing error.

· Failure to follow the approved study protocol that affects participant safety or data integrity (e.g., study visit missed or conducted outside of required timeframe, or failure to perform a laboratory test).

· Failure to follow safety monitoring plan.

· Continuing research activities after IRB approval has expired.
· Use of recruitment procedures that have not been approved by the IRB.
· Participant giving study medication to a third-party.
· Enrolling significantly more subjects than proposed in the IRB protocol.
2) Examples of Minor Deviations 

· Missing original signed and dated consent form (only a photocopy available).

· Missing pages of executed consent form.

· Failure to follow the approved study protocol that does not affect participant safety.(e.g., study procedure conducted out of sequence, failure to perform a required test, missing laboratory results, study visit conducted outside of required timeframe.)

· Failure of a participant to return study medication.


Protocol deviations that result in a change in the protocol, consent form or the risk/benefit ratio for the study should be reported to the IRB promptly (within 14 calendar days), and include an appropriate amended protocol and/or consent form.  Failure to report a protocol deviation in a timely manner may be considered a compliance matter and referred to the IRB for review and a compliance determination (IRB Policy, Non-Compliance with Human Subjects' Regulations).

All protocol deviations are initially reviewed by the IRB Chair or a Vice-Chair.  Deviations that result in harm to the subject are presented to a Board meeting and are reviewed and reported as discussed in section C.  

Study sponsors may have different reporting requirements than the IRB and it is the principal investigator’s responsibility to be knowledgeable about, and meet, the study reporting requirements. 
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