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	1    PURPOSE AND APPLICABILITY



This document is intended to be used as an aide for IRB Reliance Administrators on how to review site materials and request edits to site materials in Zipline. This worksheet can be used for the initial review of a site submission or for a modification to a site submission. This review of a site submission should only occur after the institution has been approved on the SUPPLEMENT Multi-site or Collaborative Research in the main study, either during the initial review or via modification.

This is not intended to be used to review study-wide protocols or other documents (refer to WORKSHEET Reliance Supplement to Pre-Review, New Site, WORKSHEET Reliance Supplement to Pre-Review, Multi-Site Modifications, and the other suite of pre-review worksheets). This is also not intended to be used to evaluate institutional profiles (refer to WORKSHEET Institutional Profile Assessment and Creation).

	2 REQUIRED MATERIALS



The following materials must be completed and available before the site review can proceed:
2.1 Institutional Profile document
2.2 Executed reliance agreement or cooperative partner documentation. Types of documentation from cooperative partners to expect:
· Seattle Children’s IRB: an authorization letter from their Click system
· Fred Hutch IRO: an endorsement letter
· For cooperative partners Kaiser Permanente Washington Health Research Institute (also known as Kaiser Permanente Washington), Benaroya Research Institute, and Bloodworks Northwest/Washington Center for Bleeding Disorders (WACBD): the SUPPLEMENT Site Application functions as documentation that the institution has agreed to follow the cooperative agreement.
2.3 SUPPLEMENT Site Application 
The site application is not required for most studies involving Seattle Children’s and Fred Hutch. The ADR and/or Senior Reliance Admin will identify any situations where a site application is required for reliances involving these partners during the Team S engagement assessment (see WORKSHEET Team S Engagement Assessment).
2.4 The approved study-wide protocol and submission predominantly dictates what other site-specific materials need to be included in the site submission. These materials could include consent materials, recruitment materials, and potentially other supporting documents. 
2.4.1 Additional documents may also be identified by the IRB Reliance Administrator during the site review as being required for the site approval.
2.4.2 For studies where relying sites obtain consent, if the consent materials are split into a study-wide Part 1 and site-specific Part 2, only the site-specific version of Part 2 should be uploaded.
2.4.3 If site-specific consent forms will be translated (refer to section 8 of the IRB Protocol), only the English versions need to be submitted for the first review of site-specific consent materials. Translations and the Translation Attestation (if required for the overall study) do not need to be present during the first review of site-specific consent materials and could be submitted as a future Modification.
2.4.4 Refer to the IRB Protocol section 4 to determine if site-specific versions of the recruitment materials are required. Site-specific materials are not required if the overall study included flexible approval of site recruitment materials (see section 4.4 for more information about flexibility in recruitment materials). 

	3 SITE CREATION AND SUBMISSION PROCESS



This section outlines the responsibilities of the UW study team and the IRB Reliance Administrator for generating and uploading various site materials when the site submission is created. NOTE – prior to fully implementing our revised site creation and review process and suite of materials, the IRB Reliance Administrator can do whatever makes the most sense to get a site created. 
3.1 Typically, relying sites are created in Zipline after approval of the study-wide submission by the IRB Reliance Administrator. 
3.1.1 Site creation represents a start point for Zipline metrics. The site should be created right after the study is approved even if documents relating to the site are not ready. If the site ultimately does not join the study, the IRB Reliance Administrator will Submit the Invitation Decision and mark ‘No’ to indicate site does not meet criteria. The site will appear as Inactive. Refer to the INSTRUCTIONS Zipline for Staff for more information.
3.1.2 There must be an Institutional Profile entry in Zipline in order to create a site submission. Look in Zipline to see if there is an Institutional Profile entry in Zipline and if that entry has a completed Institutional Profile document. If either is missing, or if the Institutional Profile document is due for updating, follow the instructions below to obtain one or both. This step can be done while the study-wide submission is being reviewed or can wait until the study-wide submission has been approved.
· If there is no Institutional Profile entry in Zipline when the study is approved and the site must be created, the IRB Reliance Administrator should request the creation of an Institutional Profile entry (refer to WORKSHEET Institutional Profile Assessment and Creation). If no Institutional Profile document has been completed by which to confirm the correct name of the relying institution, the IRB Reliance Administrator should make the Institutional Profile entry creation request based on the information provided in the approved SUPPLEMENT Multi-site or Collaborative Research.
· If there is no Institutional Profile document or the document is due for updating, the IRB Reliance Administrator should reach out to a contact at the site IRB/HRPP/research oversight committee, e.g. the SMART IRB contact, while the main study submission is under review, or email the listed site PI to request contact information for an appropriate site representative who can complete the Institutional Profile document. Again, refer to WORKSHEET Institutional Profile Assessment and Creation for details on how to assess and/or update the Institutional Profile document once it is received.
· If after receiving the Institutional Profile document, the IRB Reliance Administrator notices that the official name of the institution is different from the Institutional Profile entry in Zipline, email the Zipline team to request the name on the Institutional Profile entry be edited to the correct name.
3.1.3 Refer to the INSTRUCTIONS Zipline for Staff for instructions on how to create the site submission.
3.2 After creating the site, send the UW study team the INSTRUCTIONS Site Approval for UW Study Team document and the INSTRUCTIONS Relying Site template letter(s) via email. Include on the email the UW PI and any active coordinators who were working on the main study submission.
· When completing the INSTRUCTIONS Relying Site template letter(s), review each site to assess completeness of documents. Generate one template per non-cooperative partner site. All templates will be provided to the study team as part of this step. 
3.3 The IRB Reliance Administrator will negotiate and execute reliance documents for this study. Once the reliance documents are executed, the IRB Reliance Administrator will upload them to the Local Site Documents section of the site submission. The remaining points below are helpful tips for how to obtain executed reliance documents; they may not always apply and do not need to be followed in order.
3.3.1 In some cases, new study-specific reliance documents may not be needed if this site is covered under agreements executed previously. An example could be the UW IRB decided one federally funded grant application would be better reviewed as two IRB submissions. The executed reliance documents could be written to cover both IRB submissions. This will likely have been identified during the Team S Engagement Assessment and discussion with the rest of the Reliance Team.
3.3.2 If a contact at the site has been identified through previous reliance agreement negotiations and listed in the Institutional Profile entry, the IRB Reliance Administrator should email that contact initially. The UW study team should be included on these emails.
3.3.3 If there is no identified site contact or the contact has left that institution, the IRB Reliance Administrator can look for points of contact in online reliance systems, like the list of SMART IRB Participating Institutions, and email that contact directly. The UW study team should be included on these emails.
3.3.4 If there is no identified contact, the IRB Reliance Administrator should email the site PI listed in the SUPPLEMENT Multi-site or Collaborative Research. That email should ask the site PI to provide the contact information or to email the contact and include the IRB Reliance Administrator on that email.
3.4 The UW study team will work with the sites to complete the appropriate SUPPLEMENT Site Application and all required site-specific materials. When those have been completed, the UW study team should complete the Basic Site Information SmartForm, the Funding SmartForm, and upload the site application and site-specific materials to the Local Site Documents SmartForm. The UW study team can edit SmartForms and site materials while in the Invitation Pending state in Zipline. When that is done, the UW study team will leave a comment alerting the IRB Reliance Administrator that the site is ready to be reviewed.
3.5 The IRB Reliance Administrator should conduct the site review while the site is in the Invitation Pending state. The Submit Site Invitation and Submit Site Materials steps should only be taken once the site review has been completed as described in Section 4.

	4 SITE REVIEW



This section applies to the initial review of site materials and review of modifications to site materials. If reviewing a site modification, focus this review on changes to materials and expand to all of the materials as needed for the modification review.
4.1 Review the SmartForms in the site submission to confirm that these have been completed correctly.
4.1.1 Question 4 on the Basic Site Information page should be consistent with the engagement criteria marked on the SUPPLEMENT Multi-site or Collaborative Research and with the activities as described in the overall IRB Protocol.
4.1.2 Site funding that is the same as overall study funding should be removed.
4.1.3 Any documentation that indicates the IRB at the relying site has authorized or approved the reliance on an external IRB should be removed.
4.1.4 Ancillary review documentation deemed to provide information important to the IRB review of the site should be uploaded to question 3 on the Local Site Documents section. Ancillary review documentation that does not provide information that will be used in the IRB review of the site should be removed. For example, radiation safety reviews that include required consent form changes should be uploaded but a pharmacy ancillary review that approves the storage and dispensing plans of the investigational drug should be removed.
4.2 Review the SUPPLEMENT Site Application to confirm that it is complete and consistent with the SmartForms.
4.2.1 All questions should be answered.
4.2.2 If affiliates are noted, refer to the Institutional Profile document to see if the institution has any reliance arrangements in place to cover the affiliate engagement or if this represents a new site that needs a reliance agreement. Engagement screening and assessment of potential affiliates may need to be done if the information suggests the need for separate reliance agreements. This can be done either in Zipline or via email with the correspondence uploaded via comment to Zipline if needed. 
4.2.3 If an FCOI is marked in the site application, confirm that the management plan is uploaded to the Local Site Documents SmartForm.
4.2.4 All site-specific funding noted in the site application needs to be entered into the SmartForms.
4.2.5 If there are any deviations noted to the recruitment, consent and/or study implementation procedures, confirm that the site team has provided enough information to allow for the deviations to be reviewed and confirm they meet the criteria for approval.
4.2.6 If the site team notes that there are unique requirements that the UW IRB should consider, determine if that information will affect the site review and if it is documented in the proper section with sufficient detail. If the unique requirement will not affect the site review, the IRB Reliance Administrator should use discretion when deciding if the information should be removed from the site application.
4.2.7 For the Applicable Local Laws, Policies and Considerations section, the information should be evaluated to determine if any information affects the site review or if it suggests the site study team is not qualified to complete the study procedures. For example, at a site participating in a study evaluating a mental health intervention in a population likely to report suicidal or self-harm intentions, the site study team should have resources to provide specialized care if the need arises.
4.2.8 If any ancillary reviews are mentioned and documentation is not already uploaded, the IRB Reliance Administrator should decide if documentation of that review is needed in order to approve the site. If documentation is needed, request it. 
4.2.9 Ensure that the appropriate signatures are collected in the last section. Some discretion can be used for sites that may not have a traditional HRPP/IRB/Research Oversight Committee as to whether that signature is required and who should sign the site application.
4.3 Site-specific consent materials should be reviewed to ensure that they 1) match the process and structure approved in the main study submission, 2) match all requirements the institution has for externally reviewed consent forms, and 3) meet the criteria for approval. 
4.3.1 Check the Institutional Profile entry and the Institutional Profile document to see if the institution has a list of required consent elements for externally reviewed studies. If there is a link to consent elements that is broken, ask the site IRB/HRPP contact for an updated version.
4.3.2 Review section 8 of the study IRB Protocol to identify the overall consent process and any waivers issued. Review the consent templates approved in the main study submission to determine the overall structure of consent forms and what areas have been designated as site-specific material. Confirm that the submitted site consent materials are compliant with the overall approved consent process and structure of consent materials. 
· If there are major differences in the process and/or structure between the study-wide and site materials, determine if there is sufficient documentation in the site application or the institution’s external consent requirements to approve this change. 
· If the changes are not approvable with the current documentation, the IRB Reliance Administrator could decide to pursue additional documentation or not allow the changes.
· If the changes are significant and may complicate future reviews of the overall study, the IRB Reliance Administrator can decide to require an overall study modification to note this deviation in section 8 of the IRB Protocol or to update the template consent materials to reflect the site requirements.
4.3.3 Identify content changes between the approved templates and the submitted site materials.  Compare the content changes to the site application and the institution’s external consent requirements.
· Some content changes that are very minor revisions, like a slight rewording to a sentence that was not dictated by the IRB as a condition of approval, may be approved with no additional investigation.
· If the content changes match the institution’s list of required consent elements for externally reviewed studies, the changes can be approved with no additional documentation.
· If the site application describes content change requirements that are not otherwise listed in the institution’s requirements, confirm that there is enough information to approve the changes with no additional clarification and documentation. The IRB Reliance Administrator can decide whether to approve the changes, require additional documentation, or not allow the changes.
· If major content changes are not described in the site application or list of externally required consent elements, the IRB Reliance Administrator should request additional documentation for the changes or decide not to allow the changes.
· If translations are included, determine if the Translation Attestation form is required for the site submission.
4.3.4 If electronic documentation of consent is approved for the overall study, the IRB Reliance Administrator should review the site application to see if the site will follow the approved e-consent plan. 
· If the site will follow the approved e-consent plan, ensure that the required UW e-consent language is included in the consent form. If the language has been deleted or additional language has been added, review this change like other consent content changes described in this section to ensure sufficient documentation has been provided for this change.
· If the site will not follow the approved e-consent plan, the IRB Reliance Administrator should review any information provided in the site application and the Institutional Profile document to assess whether the proposed e-consent plan has sufficient documentation to allow the UW IRB to determine that the plan is approvable, legal, and valid for the relying institution.
· If documentation is not sufficient for the UW IRB to approve the e-consent plan, the IRB Reliance Administrator should request additional documentation from the relying institution’s study team and/or IRB/HRPP.
· If sufficient documentation cannot be obtained to confirm the UW IRB can approve the e-consent plan, the relying site will not be approved to use e-consent and will need to obtain written signatures. The site application should be revised by the relying site study team and the site approval letter should reflect that electronic documentation of consent is not approved.
4.4 Generally, recruitment materials should only be included in a site submission if 1) flexibility was not granted to the study team in the IRB Protocol to create or edit site recruitment materials without IRB review, 2) the site requires a recruitment material not approved as part of the main study submission, or 3) the site’s IRB/HRPP has specific recruitment material requirements outlined in the Institutional Profile document. 
4.4.1 Common examples of flexibility:
· The UW IRB approved a general list of topics on the recruitment materials and granted the study team flexibility to create the recruitment materials without submission to the IRB. 
· The UW IRB approved one set of recruitment materials and granted the study team flexibility to edit them for site-specific information without IRB review.
4.4.2 If site-specific recruitment materials are submitted, confirm the recruitment materials match the overall scope and range approved in the main study submission or there is sufficient documentation in the site application to approve the differences.
4.4.3 Any recruitment materials not required to complete the site review should be removed.
4.5 Any other materials should be reviewed to determine whether 1) they are consistent with the required site-specific materials indicated by the overall study submission, 2) they provide additional information to the site review not provided by other materials, and 3) there is a site requirement to note differences from the main study materials. If a document does not meet all three of these requirements, it should be removed from the site submission.

	5 CLARIFICATION REQUESTS AND SITE APPROVAL



5.1 When reviewing an initial site submission, all clarification requests should be done via the Add Comment feature in Zipline while the site is still in the Invitation Pending state. The PI/PI Proxy/Primary Contact and Study Team should be marked under question 3 regarding notifications. The IRB Reliance Administrator should prepare the list of changes or clarifications that are needed. 
5.1.1 Flexibility is encouraged in how to prepare this list and may be accomplished via a pre-review letter, comments in materials, a list written in the Zipline comment, or some other method that provides a sufficient audit trail. 
5.1.2 The IRB Reliance Administrator should include instructions in their clarification request about how to respond to the clarification questions. The study team should be told to make revisions as they would for a standard study clarification request and then leave a comment when the changes have been completed. The study team must be instructed to select IRB Coordinator under question 3 in the Add Comment feature in Zipline to ensure that HSD receives a notification of their response.
5.2 When the initial site submission is ready to be approved, the IRB Reliance Administrator should Submit Site Invitation and then Submit Site Materials as a mimic of the Submit Pre-Review step in the main study submissions. Refer to the INSTRUCTIONS Zipline for Staff for step-by-step instructions on how to complete the remaining steps in approving sites.
5.3 If any site-specific waivers are needed, the IRB Reliance Administrator should identify the correct version of the Regulatory Checklist to use. If the waivers are solely for HIPAA authorization, use the HIPAA waiver checklist instead of the main study Regulatory Checklist.
5.4 When issuing a site approval for a study approved before June 2022, the initial approval letter and all modification approval letters should be checked to identify all study-wide waivers issued and determinations made. This information will be included in the site approval letter. When issuing a site approval for studies approved June 2022 or later, the overall study waivers and determinations do not need to be captured in the site approval letter and this step can be skipped. For all studies, the UW study team will be responsible for providing all approval letters requested by the relying sites.

	6 RELATED MATERIALS
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