IRB Newsletter

        Respect for Persons

    Beneficence


   Justice


[image: image1.png]7 0)

2 |Accreditation.

Nt

% nc. 4 1






[image: image2]
IRB Timelines
Recently we had to submit our application for continuing full accreditation to the Association for Accreditation of Human Research Protection Programs (AAHRPP). One area we had to provide information on was turn-around time.  The following table is illustrative.

	  Action

	Average # days to IRB review

	  Receipt of INCOMPLETE submission in DHSP 
	77

	  Receipt of COMPLETE submission in DHSP 
	13

	 Receipt of complete submission in DHSP to date of approval
	Average # days to IRB approval
37 
(full review)
18
(expedited review)


See #5 below for a helpful hint.  We have submissions that have been shelved in the DHSP for more than 4 months waiting for personnel to complete IRB training, disclose COI information, or correction of other deficiencies that are easily addressed.
Preparation of Submissions
1.  Please avoid the cut and paste option whenever possible. If you absolutely must do it, take the time to read what you have pasted into our forms and turn it into your own language. Usually there is jargon unintelligible to lay reviewers; often there is irrelevant material included, and sometimes the cut and paste is from an outdated and/or irrelevant protocol or consent form.

2.  Please have the PI actually read the OHR-2 and consent. It is often very clear that neither the PI nor the person preparing the forms has read what they are submitting (for example when it is obvious that only a portion of a sentence is present).

3.  Follow the directions on the templates (remove the prompts, check for appropriate deletion of “you or your child”!).

4.  Use the TJU template language from the beginning.  For HIPAA, risks to pregnant women and fetuses, and payment in case of research-injury, if you use sponsor language it will more often than not be sent back and that will just increase the time it takes for approval.

5.  Make sure the submission is complete - COI, training is up-to-date, advertisements and questionnaires included.

6.  Check the verbosity. There is no good reason for a 36 page long consent form (we’ve seen it!).  Step back and think about how best to say what is important in economical fashion.
7.  Set the Microsoft track changes function to strikethrough for deletions and underlining for additions. If you must use highlighting, please use only light grey. Yellow shows up as white on copies made by many machines. Most other colors either obscure the text or are very difficult to read. Please lose the balloons and endnote itemization of deletions. These are distracting and unnecessary for IRB review. 
8.  Before preparing a new amendment, accept all previously approved changes on forms to be revised.  Many times, the IRB has not approved an amendment because the new changes could not be delineated from the previously approved changes. 
Protocol Exceptions, Deviations and Violations/OHR-20  
Protocol changes to eliminate an apparent immediate harm to a subject are permitted without prior IRB approval [45CFR46.103(b)(4)iii; 21CFR56.108(a)(4)].  Such a change should be reported to the IRB within 24 hours of the occurrence and followed by submission of an amendment to the IRB.
Protocol Waivers: A temporary protocol change that is pre-approved by the sponsor or funding agency or FDA in the case of an investigational drug or device study. Waivers are usually for a single subject or small group of subjects. Waivers approved by the sponsor, funding agency or FDA should be documented in writing (memo or e-mail) and, if possible, submitted to the IRB for administrative pre-review and approval. 
Protocol Deviation: Any planned or unintended changes from the IRB approved study protocol, consent document, recruitment process, or study materials that were not approved by the IRB prior to implementation. Usually these occur after a subject is enrolled, however a deviation from the approved consent process may occur prior to actual enrollment. Some IRBs refer to these as minor protocol violations.
Protocol Violation: Any deviation as above that impacts subject safety, that may alter risk to subject(s), that may affect the integrity of study data, or affect subject willingness to continue in the study. 
Examples of Protocol Violations include:

· Failure to obtain informed consent (also non-compliance)

· Enrollment of a subject not meeting inclusion/exclusion criteria

· Performing study procedures not approved by the IRB (also noncompliance)

· Failure to perform required lab tests or procedures that could impact subject safety

· Continuing research after IRB approval expiration

· Use of recruitment procedures not approved by the IRB

· Enrolling significantly more subjects than approved by the IRB

· Enrolling subjects from a federally defined vulnerable population (i.e., prisoners, pregnant women/fetuses, children) without prior IRB approval to do so
Submission of Amendments

The IRB is often at a disadvantage when reviewing studies because it is reviewing the protocol "cold," i.e., without specific context. This disadvantage is multiplied for amendment and continuing reviews, because the IRB that is reviewing the submissions may not be the same IRB that initially approved the study. So now you have an IRB reviewing complex changes to a high-risk study with which it is not familiar. This makes the primary job of the PI one of making the amendment transparent for the IRB. You have the advantage because you know the study inside and out. You need to make the amendment as simple and understandable as possible. You can do this in the following ways:

1. Provide “meaningful” summary of substantial revisions on the OHR-12. This means more than simply itemizing the documents contained in the amendment. You need to state the most important changes that the IRB should be concerned with. State each major change as a sentence or bulleted statement. Other minor changes can be summarized as "grammatical changes," "administrative revisions," etc.
2. Organize the documents in the amendment in such a way as to provide for maximum clarity. Organize them intuitively, so that one document leads the reviewer to the next document. If documents are out of order, and important information is buried somewhere in a multi-page document, it is unlikely that the reviewer will find it before throwing their arms up in frustration. If this means hi-lighting item 56 of the NIH team memo so that it jumps out for the reviewers, then do so. We reiterate, MAKE IT EASY FOR US.

As you know, IRB members have other obligations, so they want reviews that are easy to navigate and make sense. Submissions that are overly dense or disordered are not likely to receive approval.
3. Include documents only that are required as per OHR-12 instructions and documents that contribute to clarity of the amendment. Do not include documents that are extraneous as they will only distract the IRB from what is important.
4. The PI should carefully review each amendment prior to submission to ensure that it is clearly stated and ordered to provide for maximum ease of review by the IRB. The effort you put into the amendment will lead to more expedient review and approval by the IRB.
New FDA Requirements for IRB Registration
New FDA regulations require up-dating all IRB registrations to include additional information concerning the number of active clinical trials and the types of research overseen by each IRB. The IRB registration requirements will make it easier for the FDA to inspect IRBs and to convey information to IRBs.  The new FDA registration requirements are effected through the OHRP.  The OHRP website URL is http://www.hhs.gov/ohrp/. The rule went into effect on July 14, 2009 and updates must be completed by September 14, 2009.
The four Thomas Jefferson IRB rosters and new FDA requirements have been updated and addressed and TJU is in complete compliance with the new FDA regulations.

Our Federalwide Assurance was also updated and it is in effect until August, 2012.
Re-consenting Research Subjects
DHSP Policy IC-702 has been modified to include instructions on re-consenting research subjects. The modified policy is in the DHSP Policy and Procedure Manual, accessed at http://www.jefferson.edu/ohr/irb/handbook.cfm.  Section 5 of IC-702 is as follows:

Re-consent of research subjects is required when there is new information about a trial that could affect the subject’s willingness to continue in the trial. Examples include increased or new risks and changes in the protocol that materially affect the subject, such as additional study visits, increased length of visits, new questionnaires or changes in treatment modalities.

Subjects should be presented with the amended IRB-approved consent form with added and/or deleted content denoted appropriately (e.g., hi-lited or underlined). The changes also should be explained verbally to the subject. The subject should initial and date the pages containing the changes and also sign and date the signature page of the consent form. The subject should receive a complete copy of the signed and dated amended consent form.

New and Modified Forms
The OHR-2 form has been modified as follows:
1. Part A, #3 – Response limit reduced to one page. 

2. Part A, #4a. – Clarifies that study team standard operating procedures for the protocol should not be included in response. 

3. Part C– Experimental drugs/devices and non-experimental drugs/devices included in the study are now addressed under separate questions. This eliminates previous ambiguity when we asked for these to be listed together. 
4. Part C, #5 - Standard of care drugs should be addressed only if they are part of randomized design in this study. 
5. Formatting changes made for better readability. 
The OHR-8 Universal Consent Template and the OHR-9 Continuing Review form have also been modified. The OHR-8 consent template language concerning compensation in case of injury has up-dated language and section A of the OHR-9 has been re-formatted for clarity.  
Please use the forms (version 7/2009) currently on our website for all new and continuing review submissions.

A new form, the OHR-8D, has been added. This is a template for use when subjects at TJU are being enrolled in a study for which an IRB at another institution is providing regulatory oversight as permitted under an IRB Authorization Agreement.  An example would be when Jefferson subjects are being enrolled in a study for which the University of Pennsylvania provided the IRB review and approval.  The OHR-8D should be attached to the IRB approved consent form from the over-seeing institution and the subject and the PI should sign both.  
________________
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