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1.0 Summary
This Standard Operating Procedure describes the ESCRO’s protocol review process.
1.1 Applies to

· ESCRO Committee/ESCRO Administrator
· Investigators and staff responsible for hPSC protocol administration

1.2 Attachments

· The Harvard ESCRO Protocol Review Process

1.3 Related Documents

· ESCRO Scope

· Amendments Policy

· Meetings SOP

· See Provenance SOP for a description of the examination and acceptance of the provenance of cell lines
2.0 Who Can Submit?

All submissions must come from the Principal Investigator (PI). Additional materials accompanied by an ESCRO form signed by the PI are all considered to have come from the PI, even if submitted by a designee. 

Submissions are not accepted unless all co-PIs on a protocol have signed the ESCRO forms and/or agreed to minor amendments.

3.0 Types of Protocol Submissions and Required Materials
Note: Do not combine into a single protocol the derivation of lines with the subsequent use of those lines. 

3.1 New Protocols

Any project that falls under the ESCRO’s oversight is initially submitted for review via a new protocol application. A significant change to an existing protocol can be submitted as a major amendment or as a separate new protocol at the PI’s discretion and/or in consultation with the ESCRO Administrator.

If a protocol was disapproved, any submission in response to the disapproval is considered a new protocol.

3.1.1 Required Materials

· Protocol Application Form

· Materials that support the application, e.g., subject recruiting materials, consent forms, scripts, letters, SOPs, etc.

· Supplemental materials and other approvals, as directed by the Protocol Application Form

3.1.2 Method of Review
New protocols are reviewed consistent with “ESCRO Scope.”
3.2 Amendments
Changes and additions to existing protocols are reviewed as amendments. The significance of the change determines the method of review required. (Refer to the Amendments policy for details.) A significant change to an existing protocol can be submitted either as a major amendment or as a separate new protocol at the PI’s discretion and/or in consultation with the ESCRO Administrator.

3.2.1 Required Materials
3.2.1.1 Minor Amendments

· Description of the changes that addresses all related sections of the Protocol Application Form
3.2.1.2 Major Amendments* 

· Description of the changes

· Fully updated copy of the Protocol Application Form with all changes to date (including those proposed in the current submission) integrated into the Form

*Exception to submission requirements: If the only change in a major amendment is the addition of a co-PI or change in PI or co-PI, do not submit a fully updated Protocol Application Form. Instead, submit: 

· Description of the changes 

· The new PI/co-PI credentials (A CV or NIH-type biosketch is sufficient.)

· Documentation that all parties involved agree to the change

The description can take the form of a cover letter, memo, or email from the PI.
3.2.2 Method of Review
Review of amendments is performed consistent with the Amendments policy.

3.3 Continuing Reviews

3.3.1 Annual Renewals

Because a protocol cannot be approved for more than one year, it must be renewed at least annually. Major and minor amendments can be submitted in conjunction with a renewal.
3.3.1.1 Timing
The ESCRO Office recommends submitting renewals prior to the protocol’s expiration month. The ESCRO Committee is moving from a monthly to a quarterly meeting cycle.  As a result, the Committee may not meet after receiving a renewal request from a PI and prior to the protocol’s expiration.  For protocols requiring full committee review, the protocol’s approval period will be deemed extended until the PI receives official correspondence from the ESCRO Committee following the next regularly scheduled ESCRO Committee meeting as long as the PI submits a renewal request prior to the protocol’s expiration.
3.3.1.2 Required Materials
· Progress Report Form

· If you are also submitting an amendment, a description of the changes

· Fully updated copy of the Protocol Application Form with all changes to date (including any proposed in the current submission) integrated into the Form

· Any updated materials that support the application, e.g., subject recruiting materials, consent forms, scripts, letters, SOPs, etc.
· Current supplemental materials and other approvals, as directed by the Protocol Application Form

3.3.2 Other Continuing Reviews

The ESCRO may ask the PI to provide an interim report partway through the approval year. The required materials and method of review will vary depending on the reason the interim report is requested.

3.3.3 Method of Review
If a new protocol requires full committee review, that protocol’s continuing reviews also require full committee review. If a new protocol undergoes expedited review, that protocol’s continuing reviews can be considered for expedited review; however, if any changes will be made to an expedited review protocol at the time of continuing review, review proceeds consistent with the Amendments policy.
3.4 Closure or Withdrawal by PI
Closures and withdrawals achieve the same end but have different staring points: Only a protocol that has been approved by the ESCRO (i.e., is “open”) can be closed. A submission that is in the review process but has not yet been approved must be withdrawn. (See section 5.0 for information on ESCRO closures and withdrawals.)

3.4.1 Closures

The PI should close an ESCRO protocol that is either complete or that s/he no longer wishes to pursue. The ESCRO Administrator sends confirmation to the PI and study contacts that the protocol has been closed.
3.4.1.1 Required Materials
· Progress Report Form
3.4.2 Withdrawals

A protocol or individual submission that has never been approved, and that the PI no longer wishes to pursue, should be withdrawn from consideration. If the PI withdraws an individual submission, the rest of the protocol remains open under its most recent approval.
3.4.2.1 Required Materials

· A request in writing (letter, memo, email, etc. from the PI) to withdraw the protocol or submission. Include a brief reason for withdrawal.
3.4.3 Method of Review
PI-requested closures and withdrawals undergo administrative review. 
3.5 Responses to ESCRO Review

3.5.1 Required Materials

The PI must respond to each of the ESCRO’s questions and submit any requested or revised materials. Specific materials vary with the questions asked. 

3.5.2 Method of Sign-Off

3.5.2.1 Contingent Approval Protocols

Issues that are conducive to simple concurrence by the PI (e.g., submitting a copy of an approval or checking a box) are signed off administratively. The Chair (and/or others, according to the ESCRO’s vote) signs off on more substantive issues.

3.5.2.2 Deferred Protocols
Deferred protocols must return to the full committee for review.

4.0 Methods of Review
4.1 Full Committee Review
Full committee review protocols are reviewed at a convened meeting. They are assigned both a technical and a non-technical reviewer, who are responsible for presenting the protocol at the meeting and proposing an action for the Committee to take. 

4.2 Expedited Review

Under the expedited review procedure, the Chair, or at least one member of the Committee designated by the Chair and qualified to conduct the review and act on behalf of the committee, reviews and has the authority to approve, require modifications in, or request full committee review of the project being reviewed. The expedited reviewer cannot defer or disapprove a protocol. Instead, that reviewer must request full committee review. If full committee review is requested, the review will proceed as described above.
Because expedited reviews occur outside of a convened meeting, members of the Committee are regularly provided with a list of all projects reviewed via expedited review. 

4.3 Administrative Review
The ESCRO Administrator may perform administrative review of details of studies that do not affect the science or ethics of the work being performed. Examples include changing contact details (assuming this does not imply a change in study site), correcting typographical errors (assuming it does not change the meaning), and confirming that specific requests made by the ESCRO have been fulfilled. The ESCRO Administrator also processes Closures and Withdrawals.

5.0 Committee Actions
The Committee will take one of the following actions, regardless of the type of submission or method of review:

5.1 Approval

A submission that does not need any revisions or additional paperwork can be approved. Approved protocols are also referred to as “open” or “active” protocols.
Because approval is contingent on receipt of IRB, IACUC, and/or IBC, where necessary or applicable, a submission missing any of these “other approvals” cannot receive a vote higher than contingent approval.
5.2 Contingent Approval

A submission that requires only minor revisions or clarifications can be contingently approved. The PI must respond to a detailed list of the Committee’s questions and concerns. Contingent approval protocols do not need to go back to the full ESCRO.
5.3 Deferral

If the Committee has significant concerns about a protocol, or substantive changes need to be made, it should be deferred. The PI must respond to a detailed list of the Committee’s questions and concerns, and the full ESCRO reviews the response.  
5.4 Tabling
Protocols are tabled when the Committee runs out of time or loses quorum. The PI is informed of this, and the protocol is automatically scheduled for the next available meeting.
5.5  Disapproval

If the proposal does not meet requisite standards, it is disapproved. The PI is informed of the reason(s) and has the opportunity to rebut the disapproval or rewrite the protocol but in all cases must submit a new protocol in order to pursue the work.
5.6  Partial Approval

The Committee may specify one portion of a protocol for approval while it defers or tables other elements of the study for further review.
5.7  Closure or Withdrawal by ESCRO

If an investigator does not respond to repeated requests about an expired protocol, the ESCRO can vote to close the protocol. If an investigator does not respond to repeated requests about a protocol or submission that has not yet been approved, the ESCRO can vote to withdraw it from submission. If the ESCRO withdraws an individual submission, the rest of the protocol remains open under its most recent approval. The ESCRO notifies the PI about the closure or withdrawal.
6.0 Review of Responses
6.1 Final Sign-Off of Contingent Approvals
For most studies that receive a vote of contingent approval, the Chair or designee is responsible for reviewing the PI’s response and confirming that all contingencies have been met in order to grant approval (the “final sign-off”). The Committee may vote to have others review the response as well or to allow an administrative sign-off. 
Responses that are conducive to simple concurrence by the PI (e.g., submitting a copy of an approval or checking a box) can be signed off administratively. 
6.2 Review of Deferred Protocols
Responses to deferred protocols must return to the full committee for review.
7.0 Approval Period

Submissions are approved for a period of up to one year. Continuation of work beyond the expiration date will require continuing review and approval by the Committee.  Where a PI submits a renewal prior to the protocol’s expiration, the approval period is extended until the PI receives official correspondence from the committee following the next regular meeting of the ESCRO Committee.  If a protocol expires, all work on that protocol must cease until the protocol has been reapproved. 
The approval date is the date of the meeting at which the protocol receives a vote of Approval or Contingent Approval or the expedited reviewer grants an Approval or Contingent Approval. For contingent approval protocols, this may be earlier than the date on which all contingencies are met. The expiration date is reset with the approval of a new protocol, annual renewal, or major amendment.

8.0 Detailed Process
See attachment “The Harvard ESCRO Protocol Review Process” for a visual overview of this process.

8.1 Initial Submission of Paperwork
1. PI submits paperwork by meeting deadline

2. ESCRO Administrator date stamps submission and, if a new protocol, assigns protocol number and creates protocol folder

3. ESCRO Administrator pre-reviews paperwork and either:

a. Asks PI to address any significant issues (i.e., issues that would prevent protocol from being reviewed) OR

b. Assigns protocol to appropriate review type (full committee, expedited or administrative) and meeting date; informs PI and contacts listed on protocol of date protocol will be reviewed and when PI should receive review comments

4. ESCRO Administrator sends submission for review (Also see Meetings SOP)

5. No later than one week after the review, ESCRO Administrator sends comments to PI and contacts listed on protocol in the form of a post-review memo.

a. Memo contains list of critiques based on the ESCRO Committee’s review

b. PI must respond within time period designated in memo (usually 60 days from date of meeting unless protocol expires sooner; time frame also must allow at least 1-2 weeks for processing by the ESCRO Office and review by the Chair or designee)

8.2 Response to ESCRO Review

6. Upon receipt of a response, the ESCRO Administrator pre-reviews the response to ensure that all questions were answered appropriately and either:

a. Contacts PI to clarify questions and/or request that unanswered/ incompletely answered questions be addressed OR

i. If protocol was contingently approved, forwards revised protocol with PI’s response to the ESCRO Chair or designee for a final sign-off. The preferred turn-around time for the final sign-off is one week. Questions from the Chair/designee are forwarded to the PI for response. The cycle continues until the protocol is approvable.

ii. If protocol was deferred, assigns protocol to next available meeting
8.3 Approvals

7. ESCRO Administrator ensures that all required approvals and sign-offs have been received and sends the PI and study contacts an approval memo.
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