Audience Questions from Oct. 24 Guidance Webinar

Oversight of Clinical Investigations -- A Risk-Based Approach to Monitoring

1) How would protocol deviations be identified centrally?

2) How would centralized review detect non-reporting of safety data?

3) With the limited number of on site monitoring designed into many protocols, what tips/guidance would you recommend for successful remote monitoring?

4) Line 277 of guidance doc refers to remote access of both source data and CRF. CRFs are not usually an issue, but there is concern that remote access to source data may be very difficult, as investigators are sometimes reluctant to allow for access of electronic records even when the CRA is on site. I see this as one of the biggest hurdles to remote verification of data.

5) As far as monitoring documentation is concerned, should remote monitoring be documented in a monitoring report as an Onsite visit would be?

6) Can the sponsor and should the sponsor enhance existing GCP Auditing of clinical sites, commensurate with the Monitoring Plan?

7) Please discuss remote monitoring of informed consent.

8) Will FDA be willing to have a dialogue with Sponsors about appropriateness of monitoring plans as they are changed?  

9) How so you recommend to review ICFs remotely or centrally

10) The guideline indicates that the FDA will review the monitoring plans, is there a time set during which feedback can be expected from the FDA?

11) If monitoring plans are submitted to CDER, would each version change need to be reviewed by the FDA.  Section D Lune 487

12) Regarding data review, for non critical data where it may be decided to do less than 100% review, what are FDA's thoughts on an acceptable error rate? How will this be addressed during an FDA site inspection?

13) What objective research has been performed to determine that this approach does not put subjects at risk?

14) You mentioned the use of Clinical monitors, Biostatisticians and Data Managers to review data?  How do you see these roles interfacing together?

15) I think this all makes perfect sense. I also think we need to be certain that we do not totally eliminate on site monitoring all together. Analysis of data is key here and assessing the trial data at key points.

16) Is the FDA open to establishing critical monitoring variables for curtain Indication or types of trials so as to standardized the monitoring with the trial design or indication?

17) I have received lots of complaints from sponsors and CIs on their IRBs, especially on lack of IRB guidance on monitoring.  Do we have any plan on IRB training?

18) Will this guidance apply to CBER as well?

19) Should ISO 14971, which is device based, be applied to drug monitoring?

20) Does sponsor need to submit IDE supplement upon change of monitoring plan?

21) Is the FDA working with other global regulators to align on guidance for risk-based approaches to monitoring?

22) What are the FDA's expectations around rational for choosing remote versus onsite monitoring for a given site. Is documentation supportive of the decision within the monitoring report suffice?

23) Would you also recommend remote monitoring of "clinical regulatory" documents??

24) What is the preferred timing of submitting the monitoring plan to FDA?  Prior to initiation, or amendment with investigator qualifications/IRB approvals, or annual report, etc...

25) What are some examples of appropriate sponsor oversight when monitoring is contracted to a CRO?

26) I presume a risk based approach would be encouraged for individual sites in addition to individual studies - how should this be documented - in mon report?

27) Can Sponsors implement these new approaches ahead of the updated guidelines?

28) How should the phase of a trial affect the monitoring plan?

29) How does this guidance apply to Investigator-Sponsor studies (as at academic institutions)?
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