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Pre-Review, Multi-Site Modifications


	
	
	



	1    PURPOSE AND APPLICABILITY



This worksheet is designed as a guide for the IRB Reliance Administrator assigned to a study Modification to a study that has previously been approved as multi-site. The purpose is to provide a guide for the IRB Reliance Administrator on how to review and document multi-site and reliance considerations in the study-wide modification and how to identify site modifications that are required. It is intended to be used as an addendum to any other pre-review worksheets for those submissions. This worksheet can be used when the IRB Reliance Administrator will conduct the IRB review directly and in situations where the review is assigned to an IRB Review Administrator. For studies where two Administrators are involved, this worksheet should be completed by the IRB Reliance Administrator and any changes required should be conveyed via email or Private Comment in Zipline to the IRB Review Administrator.

This worksheet is not intended to be used for the initial engagement and single IRB assessment of a submission referred to Team S (WORKSHEET Team S Engagement Assessment) or for the review of a Zipline submission that adds a new site (WORKSHEET Reliance Supplement to Pre-Review, New Site). This worksheet is not intended to be used for the review and approval of a site submission in Zipline (WORKSHEET Pre-Review Site Submission). This worksheet is not intended to be used for obtaining and reviewing an institutional profile (WORKSHEET Institutional Profile Assessment and Creation).

	2 CHANGES TO POTENTIAL SITE ENGAGEMENT



	New Study or Site Funding
Confirm that any new funding information provided with the study Modification is added to the correct submission. Generally, funding that applies to the overall study or the UW site only should be uploaded in the study submission and funding that applies to a relying site should be uploaded in the site submission. In some situations, funding specific to a relying site only may need to be uploaded in the study submission to document that new regulations apply to the study (e.g. the Seattle Children’s PI has an NIH training grant and this means HHS regulations apply).

	New or Changed Sites
Evaluate the Modification to determine if the changes alter the engagement of relying sites, i.e. if new sites are added or older sites are removed. This information may be found in:
· Modification summary
· Updated SUPPLEMENT Multi-site or Collaborative Research
· Funding entry/grant submission
· IRB Protocol
· Study protocol
· New non-UW researchers listed as Study Team Members or as contacts on consent forms
Site Addition. If there are new sites being added, complete the WORKSHEET Team S Engagement Assessment.
Site Engagement Change. If the engagement of any previously approved sites is significantly altered, e.g., one site is now administering a research intervention and previously were only accessing identifiable data, consider if the WORKSHEET Team S Engagement Assessment should be completed and/or whether the Modification should be brought to a Team S meeting for discussion. Factors to consider may include potential concerns over qualifications of the site personnel, potential concerns over the ability of the relying site institution to provide sufficient resources, or previous arrangements made for UW IRB to be the single IRB.
Site Removal. If the only change is the removal of a site(s) at the request of the study team, proceed with the rest of this worksheet and any other applicable pre-review worksheets. Once the Modification is approved, check if the relying site(s) were ever activated. If the site was never activated, it should still be in the Invitation Pending state. Submit Invitation Decision and select ‘No’ to move the site to the Inactive state. If the site was activated, follow the INSTRUCTIONS Zipline for Staff to close the site. When documenting the site closure or deactivation, note the associated study Modification.

	Site PI or Other Involved Individual Changes
If the Modification makes changes to the SUPPLEMENT Multi-site or Collaborative Research and/or the SUPPLEMENT Non-UW Individual Investigators, review these documents to determine whether other study-wide documents must be updated as well. If necessary, consider if these changes should be brought to a Team S meeting.
For Site PI changes:
· Assess whether the PI change represents a new site, e.g., if the revised email address suggests a new institution, or if it is a change to the existing site only. 
· If a new site, complete the WORKSHEET Team S Engagement Assessment.
· If a new Site PI, email the Zipline team to add the new site contact to Zipline. Once added, refer to section 4 below to request a Site Modification for this change. 
· If there is some indication that the qualifications of the PI have changed, determine if this should be discussed at a Team S meeting.
· For all other changes, refer to section 4 below about assessing the need for site-specific Modifications.
For Non-UW Individual Investigator changes:
· Follow the WORKSHEET Non-UW Investigator Agreements to determine if any new individuals are eligible to be covered by the UW IRB review.
· If the Modification changes other procedures performed by the individuals, determine if the individuals require any new qualifications and/or training. 
· If the Modification changes other procedures performed by the individuals, determine if the plan for the UW PI to direct and supervise the individuals is sufficient.
· If it is determined that only certain individuals should be allowed to perform some procedures, request that this is documented in the question regarding study team roles in the IRB Protocol.

	Single IRB Mandate 
Determine whether the new or changed funding adds or removes the single IRB mandate requirement to the study. For example, the UW IRB reviews a multi-site study to accommodate a just-in-time requirement, but the funding is not ultimately awarded to the UW; in this case, the initial assessment and need for single IRB review would be changed. Alternately, a multi-site study involving a cooperative partner that adds NIH funding would now be subject to the single IRB mandate.
If the applicability of the single IRB requirement changes, complete the WORKSHEET Team S Engagement Assessment and, if needed, bring this item to a Team S meeting for discussion before proceeding with the review.



	3   OTHER CHANGES REQUIRING LOCAL CONTEXT CONSIDERATION



	Minor Participants 
Note: if the site is in Alabama, Mississippi, or Nebraska, first consult the Institutional Profile for information about the age of majority. 
Determine if the Modification adds participants that are under 18 years of age or, for studies where participants younger than 18 years of age were previously approved, adds new procedures. If this is the first instance of participants under 18 years of age, the IRB Reliance Administrator should request that the study team update the IRB Protocol to reflect this new population and the associated assent and parent permission procedures. This is true even if the participants under 18 will only be enrolled at non-UW sites as this documentation is needed to support the necessary regulatory documentation on the overall study in Zipline (Pre-Review, Designated Review, Regulatory Checklist, etc.).. 
Consult the Institutional Profile for each relying on site to determine if this population or part of the population should be treated as minors or adults in regard to age of consent for various procedures at each relying site. 
· If all sites treat them as minors, the IRB Protocol can be reviewed per usual processes.
· If any site allows minors to consent as adults for any of the procedures in the research study, note the number and identity of the sites that are affected. Follow guidance in the section “Study-wide vs. Site-specific” below to determine whether the study submission and/or site submission is more appropriate to document this change.

	New Use of Protected Health Information
If the Modification adds a new use of medical records/protected health information (PHI), first determine if the study has already been reviewed under Office of Civil Rights (OCR) regulations. Note: for a relying site that is a fully covered entity, they may consider any individually identifiable health information (including health information provided through self-report) to be PHI. If this is the first procedure that would trigger review under the OCR regulations, the IRB Reliance Administrator should request that the study team describe this use of PHI in the appropriate section(s) of the IRB Protocol as supporting documentation for the applicability of OCR regulations in Zipline.
If this study has already been reviewed under OCR regulations, determine if this affects all sites or a partial list of sites in the study. Note the number of and identity of the sites affected by this change. Consult the Institutional Profile of any affected sites to determine whether any institutional policies should be considered. Follow guidance in the section “Study-wide vs. Site-specific” below to determine whether the study submission and/or site submission is more appropriate to document this change.

	Consent Changes
Assess if the changes affect the overall consent process or the consent materials only. 
For consent materials only, determine whether the affected forms are:
· Study-wide documents only, e.g., the Part 1 consent form in a two-part consent document. These should only be updated in the study Modification and no site Modifications are needed.
· Study templates that are used to generate site materials. These should be updated via both the study Modification and subsequent site Modifications.
· Site-specific consent materials only. These should be updated only via site Modifications.
· For changes that affect the overall consent process, determine how many sites are impacted. Depending on the number of impacted sites, the IRB Reliance Administrator can determine whether to document as a study-wide change or a site-specific change. The principles to consider when making this assessment are: 1) what is the impact to subjects, and 2) what will reduce the administrative burden. 

	Electronic Documentation of Consent
If this is the first time that electronic documentation of consent is being requested for the study, determine if it affects the overall study or only some sites. Consult the Institutional Profile of any affected sites to determine whether any institutional policies regarding the use of e-consent should be considered. If it affects the overall study, review the study-wide electronic documentation of consent process following the guidance in the GUIDANCE Electronic Consent Signatures webpage. Ensure that the consent section of the IRB Protocol has sufficient information to document that the use of electronic documentation of consent is approvable.
If the change is only to one or a few sites, note the number and identity of the sites that are affected. Follow guidance in the section “Study-wide vs. Site-specific” below to determine whether the study submission and/or site submission is more appropriate to document this change. 

	Recruitment Changes
The IRB Reliance Administrator should review the recruitment changes to see if they could affect site recruitment information and materials or if they are study-wide changes. Examples of issues that may change site materials are:
· A study with no flexibility in designing recruitment materials adds or changes a recruitment material that needs to be approved with site-specific information.
· A study that previously had flexibility in designing recruitment materials is being modified to remove that flexibility.
· A study adds screening of records to the recruitment step and each site may classify these records differently under HIPAA regulations.
Assess whether the changes affect all or most sites in the study or only one or a few sites. If it affects one or a few sites, note down the number and identity of the sites affected by this change. Consult the Institutional Profile of any affected sites to determine whether any institutional policies should be considered.  Follow guidance in the section “Study-wide vs. Site-specific” to determine whether the study submission and/or site submission is more appropriate to document this change.

	Institutional Profile Update
If the local context provided in the Institutional Profile related to one of the above categories is incomplete or insufficient to assess the criteria for approval, the IRB Reliance Administrator can reach out to the institution to request an update at their discretion. This will generally be rare. Follow the instructions in the WORKSHEET Institutional Profile Assessment and Creation to request the update. 



	4 WHERE TO DOCUMENT CHANGES



	Study-wide vs. Site-specific
Some changes to multi-site research may need to be updated via a study Modification, site Modification, or both. This decision is usually made based on the number of sites affected relative to the total number of sites in the study.
· If all or most sites are affected by the change(s), the IRB Reliance Administrator should ensure there is sufficient documentation in the IRB Protocol to review and approve the change.
· If only one or a few sites are affected by the change(s), the submission modified should almost always be the site submission(s) for the affected site(s). Exceptions to this are changes that affect the applicable regulations or protected populations selected in the Pre-review or noted in Staff Data Entry, e.g., adding new NIH funding or adding use of PHI. Since the Pre-review data entry and Staff Data Entry are tied to the overall study submission, there must be sufficient documentation in the study IRB Protocol, funding sources, etc., to justify changing the Pre-review or Staff Data Entry pages. 
· The IRB Reliance Administrator can use judgement to determine whether information should be noted in both submissions to assist in future reviews. For example, one site cannot use the approved method of electronic documentation of consent based on the site’s policies and this will be documented in the Site Application. Additionally, the IRB Reliance Administrator could decide to request a note be added to the IRB Protocol to highlight the site-specific change as an alert for future reviewers that they need to consider this site differently.
If the changes can all be documented in the IRB Protocol or other study-wide documents, complete the screening process as normal for a study modification. If some changes will need to be documented in the site submission(s), direct the UW study team when the site submission(s) should be modified. Best practice is to wait until any study-related changes have been fully reviewed prior to requesting that the study team submit any corresponding site Modifications. This may prevent additional clarification requests in the site Modification. However, the IRB Reliance Administrator can use judgement about when the UW study team can start making modifications to the site submission(s) even if the study Modification has not been fully approved.



	5 SITE MODIFICATIONS



	Required Site Modifications
Before instructing the UW study team on any site Modifications that may be needed, it may be helpful to orient to all currently approved site materials in order to provide guidance on what materials may need to be edited. 
· Refer to the “Consent Changes” section above to identify what consent materials may need to be updated.
· Identify whether any recruitment materials will be added, edited, or removed based on the changes to the study-wide recruitment section.
· For the Site Application, consider whether the site study team will need to revise this document to reflect any site-specific changes or if those are sufficiently captured in the study-wide materials. If the Site Application needs to be revised, consider whether the UW IRB will require new sign-off from the relying site IRB/HRPP. Examples:
· A change documenting adjusted payment amounts for the site may not need sign-off from the IRB/HRPP. 
· If a site requires all recruitment materials to be approved, a new recruitment material would not require IRB/HRPP sign-off.
· 
· A new IRB/HRPP signature is always required for a change in Site PI.
· If anything changes about the question related to investigations or audits specific to the Site PI, a new IRB/HRPP signature is always required.
· A change in risk level and/or a significant expansion in procedures (e.g., adding a second Aim) would require a new IRB/HRPP signature. 
· If a new sign-off from the site IRB/HRPP is needed, consider whether a new signature on the form is required or if an email indicating approval is sufficient.
· Evaluate the Study Specific Reliance Plan (SSRP) to ensure that the changes have not affected any of the flexible terms agreed to at the initial site approval. If a new SSRP is needed, work with the site IRB/HRPP contact to execute a new version.
Prepare instructions for the UW study team on what may be required in the site Modification. Flexibility is encouraged in how to approach this, including through a screening letter sent during the study Modification clarification request process, a comment added in Zipline, or via email with the email uploaded to Zipline for documentation. 

	Reviewing a Site Modification
When reviewing a site Modification, the IRB Reliance Administrator should confirm that they are assigned as the IRB Coordinator of the parent site submission before requesting any changes or clarifications. If not, they should assign themselves as the site IRB Coordinator to ensure that the pathway to request changes for site modifications is available. Then the IRB Reliance Administrator should use the Withdraw option to send the modification back to the study team. 
· Flexibility is encouraged in how to prepare this list of revisions or clarifications and may be accomplished via a pre-review letter, comments in materials, a list written in the Withdraw screen, or some other method that provides a sufficient audit trail. 
· The IRB Reliance Administrator should include instructions when they withdraw the study about how to respond to the clarification questions. The IRB Reliance Administrator assigned to a site Modification does not receive a notification when the materials have been submitted again. The study team should be told to submit the Modification and then leave a Zipline comment when the changes have been completed. The study team should add any details about the changes in the text box of the Zipline Comment window. IRB Coordinator should be selected in question 3 in the Add Comment feature in Zipline.
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