GUIDANCE DOCUMENT FOR 

APPLICATION FOR CONTINUING REVIEW/FINAL REPORT

Aurora Health Care’s Research Subject Protection Program (RSPP)

The purpose of this guidance document is to outline the procedure for properly completing an Application for Continuing Review/Final Report form.  This guidance contains definitions of terms used in the application form and attempts to clarify questions on the form that are sometimes problematic.   

Federal regulations found at 45 CFR 46.117(e) (DHHS) and 21 CFR 56.109(f) (FDA) require that IRBs conduct continuing review of research "at intervals appropriate to the degree of risk but no less than once per year."

Investigators are required by the Aurora IRB SOP 404 to submit an Application for Continuing Review/Final Report (form RR 404-A) "prior to the expiration of the study or as specified by the IRB, but at least annually."

Definition of terms: 
We realize that there may be discrepancies between a sponsor's definitions and the IRB's definitions. This may result in reporting things differently to the sponsor and the IRB.  Early in the conduct of your study you should see how these definitions of terms apply to your protocol to ensure consistency in completing the continuing review from year to year.  For research that involves a "wash-out" period, the protocol should define how the washout period would be categorized, for example: screening or treatment.  If there is a question contact the IRB office for guidance.

Accrual/Accrued =

· Enrollment/Enrolled

Enrollment/Enrolled =

· Accrual/accrued

Screen failures =

· Subjects who have signed a consent form, but did not meet eligibility (inclusion/exclusion) criteria.

Please note:  For the IRB's purposes this will include labs, tests, procedures done solely to determine eligibility for the research.

Study completed = 

· All subjects have completed study intervention(s) and/or study treatment(s) 

-and/or-

· (if applicable) follow-up is complete, no further data or information will be collected about the subject

-and/or- 

· data analysis for the research study at this site is completed (the identified records/information collected will not be accessed or used again for the purposes of this research study)

Study intervention(s) and/or study treatment(s) and/or study procedure(s) =

· research intervention(s) and/or research treatment(s) and/or study procedure(s)
Please note:  To the IRB, this means an individual is involved in an activity done solely for the purposes of research. For example: this activity can involve a drug treatment, device, testing, completion of a survey, data collection.

Subjects enrolled = 

· Subjects who have signed the informed consent form 

-and- 

experienced research intervention(s) and/or research treatment(s)and/or research procedure(s) 

-and/or-

had data/information accessed and/or collected for purposes of the study

Subjects in active follow-up =

· Subjects have completed primary research-related interventions but in the case of relapse/reoccurrence/ device failure, subjects are required per protocol to complete other research interventions (treatments, interventions, specimen collection or diagnostic tests) that subjects would not undergo outside of the research study.
Subjects in post-intervention follow-up =

· Subjects have completed all research-related interventions; study activity is limited to the review and collection of medical record information and/or review of survival status either by contacting the subjects or querying the National Death Index.
Please note: Studies in which subjects are followed for survival, clinical outcomes, quality of life, the data/information collected is usually retrospective in nature, meaning that it does not alter the study treatment/intervention the subject received.  The IRB would not consider subjects involved in a registry to be in follow-up as the purpose of a registry is to prospectively collect data. 

Subjects still active in study =

· receiving research intervention(s) and/or research treatment(s)and/or research procedure(s) 

-and-

data/information is being accessed/collected for purposes of the research

-or-

for studies that do not involve research intervention(s) and/or research treatment(s)and/or research procedure(s), data/information is being accessed/collected for purposes of the research 
Subjects who have expired =

· Subjects who have died while active in research intervention(s)and/or research treatment(s) and/or research procedure(s)or in follow-up.  
Please note:  Subjects who have completed research intervention(s) and/or research treatment(s), and/or research procedure(s) and/or have completed follow-up, should not be reported at continuing review as they were not research subjects when they died.
Subjects who have completed study =

· Subjects have completed research intervention(s) and/or research treatment(s) and/or research procedure(s) 

-and/or-

no further data or information will be collected about the subject

-and/or-

active and post-intervention follow-up is complete

Please note:  If the research is a chart review, subjects should be listed as completed if the subjects charts will no longer be accessed for the purpose of the study.  If the charts will be accessed again for the purpose of the study, then the subjects should be listed as active.
Subjects withdrawn =

· Subjects who have signed a consent form, received research intervention(s) and/or research treatment(s) and/or research procedure(s)

-and-

withdrew self from the study 

-or-

withdrawn by the investigator from the study 

-or-

withdrawn by the sponsor from the study

Please note:  If a subject signs a consent and then chooses to not begin or further participate in study intervention(s) and/or study treatment(s), and/or research procedure(s), including active and post- intervention follow-up, the subject is considered by the IRB to be withdrawn, their participation in the study has ended.

Completing the Application

Before completing the continuing review/final form, carefully read the instructions provided before each section.  These instructions will tell you if a particular section needs to be completed, or not.

You should ONLY provide information or report events that have occurred since the IRB’s last review of the study (either the initial review or the last continuing review).  

For example: External AEs reported to the IRB as part of the previous year’s continuing review do not need to be included as part of this year’s continuing review.
SECTION I 

Question #2, remember to include (or remove) any co- and sub-investigators that have changed since the initial review. 

Please Note:  A modification form must be submitted to remove or add co- and sub-investigators.

Question #3, frequently the version date of the consent is inserted here, the question is asking for the most current tracking number and/or version date of the sponsor's protocol, it should be the same information given on the initial submission application or on a modification form if the protocol has been modified by an amendment. 

Question #7, this should be the number of subjects approved by the IRB, either at the time of initial submission of the study or through the submission of a modification.  

Please Note:  If you anticipate that you will enroll additional subjects over the number approved by the IRB, a modification must be submitted to the IRB. 

Questions #9 though #15 seem to be the most problematic for investigators and study coordinators to complete.  Here is a simple formula to follow:

The cumulative number of subjects for #9 equals the number of subjects from #10, plus the number of subjects from #11, plus the number of subjects from #12, plus the number of subjects from #13, plus the cumulative number of subjects from #14, plus the cumulative number of subjects from #15.

Therefore:  Question #10 + #11 + #12 + #13  + #14 (cumulative) + #15 (cumulative) = #9 (cumulative)

If the numbers from questions 15 (cumulative), 14(cumulative), 13, 12, 11, & 10 do not equal the number indicated in question 9(cumulative), refer to the preceding definition of terms section.  When in doubt contact the RSPP office. 

Please remember, if you enter a number for Question #10 ("Number of subjects withdrawn"), you must answer questions 19 and/or 20 in SECTION II (provided that the subject(s) withdrew/were withdrawn during the current continuing review period).

Question #15, the number you report should equal the number reported in question #9.  (if you are required to collect this data (i.e.; NIH funded studies), the sum of Gender column , the sum of the adult/minor column, and the sum of the Ethnic/Racial columns should equal the number indicated in question #9 (cumulative).

Question #16, If your site was inspected by the FDA during this last reporting period, a copy of any FDA form 483 or any notations from federal regulation requirements must be submitted to the IRB within 10 working days of receipt for review per SOP RR403.

Question # 17, complete if research site underwent an inspection by the FDA during the last continuing review period?  
Completing Sections II and III:

If the study is a prospective data collection ("registry") study, that is closed to accrual or has had no subjects enrolled since the last continuing review, do not complete Sections II and III.
SECTION II 

Question #18 asks for a brief summary of the research using lay language.  Why is this necessary when the original submission application and protocol are on file in the IRB office? 

The IRB is composed of both scientific and non-scientific (lay) members.  The non-scientific members have a different vantage point than scientific members.  This viewpoint is valuable to the committee and offers another level of protection for human subjects in research.  A simply written, succinct summary ensures that all IRB committee members have an understanding of the protocol at the time of continuing review. It would be a tedious and burdensome task for each member of the committee to read the full protocol.  A well-written summary refreshes the veteran committee members' memories and helps new members become familiar with the study.   

Questions #19a and/or #19b asks what activities would occur if there is an active (19 a) and/or post-intervention (19b) follow-up component to the study.  Depending on the nature of the study both periods may apply.

Question #20 addresses any stipulations or additional reporting requirements that may have been requested by the IRB during initial or continuing review.  These stipulations or reporting requirements are clearly stated in the approval letter that was sent to the investigator.  For example, if the committee determines there is greater risk involved in a new device that is implanted, they may request a report be sent to the IRB after the first subject has been implanted.  If you are unsure if any stipulations or reporting requirements were placed on the study, refer to the original approval letter or contact the RSPP office.
Question #21 is the investigator's opportunity to share what has occurred in the study to date.  Again use lay language in your summary.  If this happens to be a blinded study and no study-wide data is available, please state that. However, local results should still be provided.

Question #22, if you reported in question #10 that subjects withdrew themselves from the study during the current continuing review period, briefly explain each subject's reason for withdrawing (if unknown, state it is unknown).

Question #23, if you reported in question #10 that subjects were withdrawn by the investigator or sponsor during the current continuing review period, briefly explain the reason for each subject withdrawn.

Question #24, if there have been complaints, describe the nature of the complaint and how the complaint was addressed/resolved, but do not identify subjects other than using a study code.   

Question #25, if a subject has been injured, describe the incident and describe any situation that caused an increase in risks to subjects or others* that were unanticipated when the research began.  For example: a needle stick to member of the research staff, a device that is broken or malfunctioning prior to use in a subject or anything that involves an incident report.
*Others = Individuals who are not subjects in the research.  Other individuals might include family members, caregivers, members of the research team.  

Question #26, For a multi -center/site study that is reviewed by an IRB other than Aurora, per SOP RR401, the Aurora IRB must be notified if approval for the study is terminated by other IRB.

Question #27, if you have enrolled subjects during this continuing review period, one copy of a subject-signed consent must be included with the Continuing Review application.  Remember to redact (white out, black out, blank out) all HIPAA identifiers including names, initials, MRU#, leaving only the dates visible.  The RSPP staff reviews the document to ensure that the IRB approved version was used to enroll the subject.

SECTION III

Question #28, Choose "yes" or "no". If the answer is "yes", summarize any significant new information or attach documentation.

Question #29, Choose "yes" or "no".  If the answer is "yes", specify how and why there was a change in risk. If there was an increase in risk, explain, what was done to minimize the risks to subjects.  If the current measures are still acceptable, explain why they remain acceptable.

Question #30, if the anticipated benefits to subjects have changed during the last review period due to new information or study results explain the change. 

Question #31, if the investigators or sponsor feel there has been a change to the risk/benefit ratio due to study results or significant new information, would the change affect the subject’s decision to continue participation in the study? If yes, explain. 

Question #32, If the study has a data safety monitoring board or data safety committee, include the most recent correspondence, even if it was sent in previously to the IRB.  If the board or committee has not met, state that.  Check the box only if including a report with the continuing review.  DSMB reports should be sent to the Aurora IRB office as they are received. You may use the Significant New Findings form to report the new information.

Question #33, this should be the version date submitted with the submission application or submitted later with a significant new findings form. Include the version date and drug name for each if there are multiple Investigator Brochures, package inserts or device manuals. 

Question #34, summarize and give a reason for each modification or change to the protocol or informed consent, including the IRB approval date

Question #35, submit summary sheet, remember to check the box if no local AE's were reported.

Refer to IRB SOP403 for adverse event reporting policies.

Question #36, submit summary sheet, remember to check the box if no external AE's were reported.  Refer to IRB SOP403 for adverse event reporting policies.

Question #37, describe each reported violation as “significant” (i.e., previously reported to the IRB) or “minor”.  Refer to Aurora IRB SOP 403, section 1.4, for a definition of “significant” and “minor” protocol violations and reporting requirements.  You may attach additional pages, if necessary.  Remember to check the box if no violations occurred.

Question #38, if "yes" is answered, submit a Form GA 104-A for each investigator updating his/her conflict of interest reporting with the continuing review application.

Question #39, if this protocol is funded by a grant and the grant has been changed or amended, submit a copy of the grant with the changes/amendments highlighted.

Question #40, if this study is open to accrual (enrollment) include a blank (clean and unsigned) copy of the current IRB-approved informed consent.  
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