SACHRP Panel

Minor changes in previously approved research

Cases/Points for Discussion

Adding a new procedure to a research study, when that procedure is on the expedited list and involves no more than minor risk.

Adding a new procedure that is minimal risk to a research study, when that procedure is not on the expedited list.  Two examples, low dose radiation procedures and drawing 3-5 blood draws from an in-dwelling catheter. 

A minor change to research that is not on the expedited list, but does not involve the addition of a procedure.  Examples include many types of changes to research, such as: 

· Change in the individual who will do statistical analysis.

· Consent form wording changes – e.g., “nausea” changed to “nausea and stomach upset,” or fixing a run-on sentence or a comma. 

· Change of the sponsor name on the protocol when the sponsor is purchased by another sponsor.

· Old case report forms are replaced with new ones, and the change is noted in a revised protocol. 

· Adding the word “approximately” to the table of the lab test schedule.

A new media advertisements that are submitted after the research is approved, such as newspaper or radio advertisements. 

A change to the number of subjects one investigator in a multicenter study will enroll, e.g., from 20 subjects to 30 subjects in a study involving 1,000 subjects.

Changes/serial additions to total subject “n”.  Presumably a small increase in the number of subjects is acceptable for review and approval through the expedited process, such as a 1% increase or a 10% increase.  However, is there a difference between a 10% increase in a multicenter study that is projected to enroll 30 subjects versus a 10% increase in a study projected to enroll 3,000 subjects? Is a 100% increase a minor change?  The question is whether the risk calculation is independent of the number of people exposed to the risk, or if alternatively the risk increases as more people are exposed to the risk.  For example, if a new drug has a 5% chance of kidney damage, is it an increase in risk to expose 15 people to it instead of 5 people?  For any individual the change in research does not increase the risk, but more people are exposed to that risk.  

Change in study personnel (study coordinator / nurse / technician / recruiter), e.g., person leaves the institution and is replaced.
Change in PI, e.g., PI leaves the institution and a new PI takes over.

Adding a new investigator at a new site for a multi-site study (central/independent IRB issue).

A study with no prospect of direct benefit to the subjects involves three endoscopies.  The investigator decides that she needs only two endoscopies to reach her conclusions, and submits an amendment to drop the third endoscopy.  Is this a minor change in previously approved research?

In a coronary stent study, an amendment is submitted to extend follow up only from 12 to 60 months.  

Is the definition of a “minor change in research” an absolute or a relative standard?  The correspondence from OHRP to CTEP appears to indicate a sliding scale in the concept of a minor change, as it ties the analysis of whether it is “minor change” to the overall risk/benefit ratio.  This seems similar to the sliding minimal risk scale that was sometimes used by IRBs in the past, where an IRB compared the risks in the research to the risks faced in the life of the ill subject, and thus a “minimal risk” intervention for a patient with stage IV cancer could include chemotherapy.  Will the CTEP correspondence end up creating cases of “minor changes to previously approved research” that involve the addition of more risk but still qualify a such a minor change given the overall risk/benefit ratio?

