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Institutional Review Board
Standard Operating Procedures

ADVERSE EVENTS AND UNANTICIPATED PROBLEMS INVOLVING RISKS TO SUBJECTS OR OTHERS

The purpose of this SOP is to outline adverse events and problems whereby the principal investigators (PIs), Research Compliance Officer (RCO), or other individuals are to report to the IRB and to include the required timeframes for such reporting.  It is the IRB that makes the final determination whether a problem or event is a serious, unanticipated problem involving risks to subjects or others and is related or possibly related to the research.
For the purpose of this SOP, investigator means principal investigator (consistent with FDA interpretation).
RESPONSIBILITIES AND REPORTING PROCEDURES
A. Investigator:

1. Investigator and all members of the research community must report all internal or local unanticipated events/problems involving or suggesting risks to subjects or others whether related or unrelated to the research AS SOON AS POSSIBLE, but no later than 5 BUSINESS DAYS after becoming aware of the event/problem to the IRB and Associate Chief of Staff (ACOS) for Research & Development (R&D) (VHA Handbook 1058.01; AAHRPP I.3.J).  Such problems include but are not limited to:
a.  All internal or local unanticipated serious adverse events (SAEs).  
b. Interruptions of subject enrollments or other research activities due to concerns about the safety, rights, or welfare of human research subjects, research staff, or others.

c.  Any work-related or research-related injury that requires more than minor medical intervention or leads to serious complications or death

d.  Any VA National Pharmacy Benefits Management (PBM) Bulletin or Communication relevant to the research study

e.  Any Data Safety Monitoring Board (DSMB) or Data Safety Monitoring Committee (DMC) report that describes a safety problem

f.  Any Action Letters or sponsor analysis that describes a safety problem

g.  Any information that indicates a change to the risks or potential benefits of the research. (AAHRPP I.3.J) For  example: 

(1) An interim analysis of a safety monitoring report indicates that frequency or magnitude of harms or benefits may be different than initially presented to the IRB.
(2) A paper is published from another study that shows that the risks or potential benefits of your research may be different than initially presented to the IRB.
(3) Other unanticipated problems that could affect risk 

h. A breach of confidentiality

i. Equipment problem – ex. The investigator or staff finds that a piece of equipment is not calibrated properly.

j. Discovery of lapse in licensure of study personnel 

k. Unanticipated problems with study facilities – ex. Unanticipated reassignment of space, temperature problems

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

m. Change to the protocol taken without prior IRB review to eliminate an apparent  immediate hazard to a research participant (AAHRPP I.3.J)

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

o. Event that requires prompt reporting to the sponsor

p. Sponsor imposed suspension for risk.

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

r. Protocol violation/deviation (meaning a change or alteration in a procedure or procedures as outlined in the IRB approved protocol, health care system or IRB policies and standard operating procedures) 

s. Apparent serious or continuing noncompliance (including all findings related to human research by any VA office, any Federal department or agency (e.g., FDA), or any other entity (VHA Handbook 1200.5; the Common Rule at 36 CFR 16; Food and Drug Administration (FDA) regulations at 21 CFR 50 and 56) as indicated in the Reporting to IRB and Off Station Agency SOP.

t. Unanticipated adverse device effect (Any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that 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)

u. The IRB will accept other reports when the PI investigator is unsure whether the event should be reported. 
2. The investigator is to use the Event/Problem Reporting form.  An original of the form and accompanying documents are to be submitted to the Research and Development (R&D) Service.  The report is to include:
a. Name of the Principal Investigator 
b. VA NJHCS 5 digit MIRB number
c. Study title 
d. Date of the event/problem
e. Description of the event/problem
f. Corrective action planned or corrective action implemented to prevent a reoccurrence
g. PI’s evaluation of the event/problem, including the need to revise the informed consent form and/or protocol or notify participants (AAHRPP I.3.J)
h. Other relevant information

i. Signature of the PI 
j. Copy of Med Watch, DSMB/DMC or other reports (FDA regulated research, cooperative studies) as applicable
·    For answers to questions about reporting adverse events associated with investigational drugs and biologics, see the “FDA Desk Guide for Adverse Event and Product Problem Reporting.”  This may be found on the Internet at the following URL:
 http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
3. The investigator is also responsible for reporting to the IRB AT THE TIME OF CONTINUING REVIEW and STUDY CLOSURE in the IRB Continuing Review Request or Study Closure Request:

a.  A summary of all internal or local serious adverse events since the last initial or continuing review.  
b.  A summary of safety monitoring reports from the DSMB/DMC or sponsor indicating their review of study-wide adverse events since the last initial or continuing review.
c.  Any protocol violations or non-compliance since the last initial or continuing review.
d.  Any other relevant information, including information about risks associated with the research since the last initial or continuing review.  
4. Following Policy PI-07-1100 (003) Identification And Reporting Of Adverse Events/Patient Safety Improvement Program.  Medical center officials submit reports of Adverse Events to VHA Central Office based on local reporting described in this policy and/or in accordance with direction from VHA Central Office and the Veterans Integrated Service Network (VISN) 3 Network Director’s Office.
B. Research Compliance Officer is responsible for reporting to the Facility Director, the Associate Chief of Staff for Research & Development, the R&D Committee, and the IRB as soon as possible but no later than 5 business days after becoming aware of the problem during a regulatory audit when the problem:

1.  Involves risks to subjects or others, is determined to be serious, is unanticipated, and is related or possibly related to the research.  
2.  Involves apparent serious or continuing noncompliance.
C. Facility Director is responsible for notifying VA Office of Research Oversight in writing (per the IRB Reporting to ORO SOP) no later than 5 business days of being notified by the IRB or RCO of a problem when it:
1.  Involves risks to subjects or others, is determined to be serious, is unanticipated, and is related or possibly related to the research. 
2.  Is serious or continuing noncompliance as determined by the IRB or identified by the RCO audit, including findings of external entities.
D. A qualified IRB reviewer is responsible for: 

1. Reviewing the Event Problem Reporting Form of the investigator to determine and document within 5 business days after the report:

a. Whether or not the problem is serious, unanticipated, and related to the related or possibly related to the research and 
b.  If immediate action is necessary to protect human subjects from the potential of apparent immediate harm.

2. The reviewer is recommended to use the “yes/no” decision chart from Appendix B of VHA Handbook 1058.01 as a guide for identifying unanticipated problems or events and SAEs that are reportable to the Facility Director and to ORO.

3. Communicating the determinations and the step(s) to take in the timeframe consistent with the potential for apparent immediate harm to the subject to the:

a.  Investigator, 
b.  R&D Committee Chair,
c.  ACOS for R&D,
d.  Chief of Staff, and
e.  Facility Director.
4. If there is a possible increase risk to subjects, recommending immediate action to be taken (e.g., suspension of activities, notification of subjects) to prevent immediate hazard to subjects in accordance with VHA Handbook 1058.01.

5. Referring the problem to the IRB for review at a convened IRB meeting.  This with the Board’s determination is included in the IRB minutes.

E. IRB procedures involve the following (AAHRPP I.3.J): 
1. Upon receipt of an Event/Problem Form from a Principal Investigator, the Research Office staff checks the form for completeness.
2. If the Event/Problem Reporting Form indicates the SAE is off-site, the form and the accompanying information are placed in the IRB file for the study when applicable. 
3. If any applicable sections of the Event/Problem Reporting Form are incomplete or have been answered unsatisfactorily, the IRB staff contacts the investigator or the designated contact person to make the necessary corrections.
4. The IRB chair or IRB member designated by the chair is contacted within one business day of receipt of the information to review the submission. (AAHRPP II.I.F)
5. Within 4 business days of being contacted, the IRB reviewer must categorize the problem or SAE as related or unrelated to the research, anticipated or unanticipated, and serious or non-serious. 

a. If the problem or SAE is not related or not possibly related to the research, the local procedures are followed and the incident is not reported to ORO, OHRP, or FDA.

· Local procedures include the IRB reviewer providing the staff of the Research Office the completed form to be filed in the appropriate research folder.

b. If the problem or SAE is deemed as related or possibly related to the research, is unanticipated in nature, and is deemed serious, the IRB reviewer is to report the incident to the Facility Director within 5 business days of categorizing the incident.  The Facility Director is to report the incident to ORO Regional Office within 5 business days of being notified by the IRB or RCO of the incident (VHA Handbook 1058.01).

6.  The IRB reviewer is to indicate on the Event/Problem Form that the event is to be referred to IRB for review of proposed modifications to previously approved research and sign and date the form. 
a. The IRB reviewer provides the form to IRB staff to process according to the “Protocol Amendments and Other Changes in Approved Research” SOP.

b. The Health Science Specialist will provide IRB members the items to be discussed at the next meeting. 

c. Prior to the meeting, all IRB members have the responsibility to review the materials received. (AAHRPP II.I.F)

(1) All IRB members are provided a copy of the Event/Problem Reporting Form and supporting documents provided by the PI. (AAHRPP I.3.J)
(2) The primary reviewer will receive: (AAHRPP I.3.J)
(a) The currently approved protocol
(b) The currently approved informed consent document
(c) Previous reports of unanticipated problems involving risks to participants or others
(d) The investigator’s brochure, if one exists
(e) A protocol history report from the MIRB database
d. The IRB reviews and votes whether the event represents an unanticipated problem involving risks to participants or others by considering whether the information in the report was unforeseen or unexpected and indicates that the research procedures caused harm or discomfort to participants or others or indicates that participants or others are at increased risk of harm or discomfort.  (AAHRPP I.3.J)
(1) If the IRB considers the event to not represent an unanticipated problem involving risks to participants or others no further action is taken and the report and information are placed in the IRB file for the study.

(2) If the IRB considers the event to represent an unanticipated problem involving risks to participants or others:

(a) The IRB considers the following actions: (AAHRPP I.3.J)
i.   Modification of the protocol 

ii.   Modification of the information disclosed during the consent process

· If a modification to the informed consent form is warranted, the convened IRB must document in its records whether previously enrolled subjects are to be notified, including when the notification will take place and how the notification will be documented.

iii.   Providing additional information to current participants (This must be done whenever the information may relate to the participant’s willingness to continue participation) (AAHRPP I.3.J)
iv.   Providing additional information to current participants (This must be done whenever the information may relate to the participant’s willingness to continue participation) (AAHRPP I.3.J)
v.   Providing additional information to past participants

vi.   Requiring current participants to re-consent to participation

vii.   Alteration of the frequency of continuing review

viii.   Observation of the research or the consent process

ix.   Requiring additional training of the investigator and or staff

x.   Monitoring of the research.
xi.   Referral to VA NJ HCS Risk Management section, Patient Safety Officer, Pharmacy and Therapeutics Committee or other entity in the institution

xii.   Notification of investigators at other sites

xiii.   Termination or suspension of the research according to the “Study Closure, Suspension, or Termination SOP” (AAHRPP I.3.J)
xiv.   Obtaining additional information

(b) The matter is referred to the IRB staff to handle according to the “Reporting To IRB And Off-Station Agency” SOP (AAHRPP I.3.J)
e. The IRB conveys the determination and steps to take in writing to the investigator in a time frame that is appropriate to the possible risk posed by the problem.

· The notification will include a timeframe for all actions.
f. Copies of the written communication will be filed in the IRB record.

g.  All IRB deliberations and requirements will be recorded in the IRB record.

DEFINITIONS

Adverse Event (AE): An AE is any untoward physical or psychological occurrence in a human subject participating in research.  An AE can be any unfavorable or unintended event including abnormal laboratory finding, symptom or disease associated with the research or the use of a medical investigational test article (includes drug, biologic, or device).  An AE may or may not have a causal relationship with the research, or any risk associated with the research or the research intervention, or the assessment.  Adverse events involve participants only.

· Off-site AE:  AEs that occur to subjects who are enrolled at other sites.
· On-Site AE: AEs that occur to subjects enrolled at this site for which the VA investigator’s IRB of record is responsible, whether the event occurs while the subject is physically at the VA NJHCS or elsewhere.  (Ex. A subject enrolled at this site and hospitalized in facility in another state is an on-site SAE).

Related/Associated: An event that is likely to have a causal relationship with by the research procedures or test article.   

Serious: An event is “serious” if it adversely alters the risk-potential benefit relationship of the research.

Serious adverse event (SAE): An SAE is an AE that results in death; a life threatening experience; hospitalization (for a person not already hospitalized); prolongation of hospitalization (for a patient already hospitalized); persistent or significant disability or incapacity; congenital anomaly and/or birth defects; or an important medical event that may not result in death, be life-threatening, or require hospitalization but when based upon appropriate medical judgment, may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition.  
· Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.
· Examples also include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. 

Serious Problem: A serious problem in research is one that results in has a risk of substantive harm or damage or damage to the safety, rights, or welfare of research subjects, research staff, or others.

Unanticipated Event or Unexpected Problem or Unexpected AE: An unanticipated,  unexpected problem or unexpected AE is one that is unforeseen in terms of nature, severity, frequency of occurrence, or  time of its occurrence, as documented in the protocol or other materials approved by the R&D Committee or subcommittee (IRB, or other oversight committee).  Materials may include informed consent, clinical investigator’s brochure, product labeling, etc. 
Unanticipated problems involving risks to subjects or others (UPRs): (AAHRPP I.3.J)  Any event or information that (1) was unforeseen or unexpected given the nature of the research procedures and the subject population and (2) indicates that the research procedures caused harm or discomfort to participants or others or indicates that participants or others are at increased risk of harm or discomfort than previously known or recognized.  Unanticipated problems involving risks to subjects or others are unanticipated events involving ANY aspect of a research project; may involve anyone, NOT participants only; can occur in clinical or non-clinical research.  
· Off-site Unanticipated Problem involving risk: Unanticipated problems involving risk that occur in research conducted at other sites. 
· On-site Unanticipated Problem Involving Risk: Unanticipated problems involving risk that occur in research conducted at the VA NJHCS.  

Unexpected adverse drug experience: Any adverse drug experience, 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 investigational plan or elsewhere in the current application (this could also include the package insert), as amended.  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. ``Unexpected,'' as used in this definition, 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.

Adverse Event vs. Unanticipated problems involving risks to subjects or others: All unanticipated problems involving risk (UPRs) are not adverse events and all adverse events are not unanticipated problems involving risk (UPRs).  Adverse events fall into the category of unanticipated problems involving risks to subjects or others if the adverse event is: 
· serious, 
· unexpected or unanticipated, and 
· related (definitely related or probably related).   

1.  UPRs include both risks to subjects and risks to other individuals (e.g., research personnel, subjects’ family members).  

2.  AEs that are not UPRs. 

a. A subject experiences soreness and redness at the investigational drug injection site that are consistent in nature, severity, and frequency of occurrence with anticipated side effects described in the IRB-approved protocol and consent document.
b. A subject experiences anxiety and stress (in response to interview questions about a traumatic event) that are consistent in nature, severity, and frequency of occurrence with anticipated reactions described in the IRB-approved protocol and consent document.
3.  AEs that are UPRs. 

a. A subject experiences soreness and redness at the investigational drug injection site that are more severe than anticipated side effects described in the protocol and consent document. 
b. More subjects than anticipated in the protocol and disclosed in the consent document experience anxiety and stress in response to interview questions about a traumatic event.
c. Two hours after receiving an investigational drug, a subject experiences intense headache and vomiting that last about an hour and then resolve.  Neither was described in the protocol or consent document as a possible side effect of the research.
4.  UPRs that are not AEs. 

a.   A subject mistakenly receives twice the dose of an investigational drug than was stipulated in the protocol, but suffers no side effects and no indication of harm. 
b.   A subject receives one dose of active drug instead of placebo but suffers no side effects and no indication of harm.
c.   A laptop containing identifiable private information is stolen from a research lab but is recovered from a campus dumpster several hours later.  Data files remain intact.
d.   A research assistant suffers a severe burn due to malfunctioning research equipment.
e.   During an interview about children’s play, a parent-subject confesses a continuing problem with child abuse.  Materials approved by the IRB did not address how such situations would be handled.
f.   The investigator receives a Data Monitoring Committee (DMC) report indicating that researchers should look out for a particular side effect that may be occurring more frequently than anticipated.
g.   The sponsor suspends new enrollments in a trial due to suspected manufacturing problems.
h.   New studies in the published literature suggest that the drug being used in a research study may be associated with a previously unknown risk of stroke.
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To guide the identification of unanticipated problems or unexpected events and SAEs that are reportable to the Facility Director and to ORO, below is the “YES/NO” decision chart from VHA Handbook 1058.01.
 SHAPE  \* MERGEFORMAT 





 




*
Risks may reflect potential physical, 

psychological, social, or economic harm.
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DO NOT


REPORT TO ORO 





Does the PROBLEM involve or suggest RISKS* to ANYONE ELSE in VA research (e.g., family members, researchers, others)?





Facility has flexibility in setting requirements for reporting to the IRB.





Does the PROBLEM involve or suggest RISKS* to VA research SUBJECTS?





  Is the AE “SERIOUS” as defined by FDA, i.e., 


Did the AE result in (or need medical or surgical intervention to prevent) death, a life-threatening experience, inpatient hospitalization,  prolongation of hospitalization, persistent or significant disability or incapacity, congenital anomaly or birth defect, or jeopardy to any subject’s rights, safety, or welfare?





   YES





   YES





   YES





   NO





(  VHA REQUIRES that the PROBLEM or AE be ( 


REPORTED to the IRB within 5 DAYS.


A QUALIFIED IRB MEMBER has 5 DAYS to CATEGORIZE it.





Was the PROBLEM or AE ANTICIPATED as to NATURE, SEVERITY, OR FREQUENCY as stated in the protocol, consent document, investigators’ brochure, or other IRB-approved materials?





Was the PROBLEM or AE actually SERIOUS?





 YES





   NO








      YES





  NO





A PROBLEM occurs that may affect


individuals associated with VA research.





  NO





A “LOCAL” ADVERSE EVENT (AE) occurs 


(i.e., an AE occurs at a site for which the VA investigator’s IRB of Record is responsible).





  NO





  





Was the PROBLEM or AE RELATED or POSSIBLY RELATED to the research?





       NO





 YES





( 	( 	(


IRB CHAIR MUST REPORT TO FACILITY DIRECTOR WITHIN 5 DAYS.


FACILITY MUST REPORT TO ORO REGIONAL OFFICE (RO) WITHIN 5 DAYS.
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