To: Principal investigators and data managers of clinical trials supervised by the BCCA Research Ethics Board

From: Joseph M Connors, MD, chair, UBC BCCA REB

Re: Policy on billing for processing of Serious Adverse Event reports by the UBC-BCCA Research Ethics Board
Date: 7 August 2006
Background: The UBC-BCCA REB (REB) is responsible to review every serious adverse event (SAE) report submitted to it following this stepwise procedure:

1. Acknowledge receipt of the SAE report
2. Review the information concerning the SAE

3. Compare the information about this SAE report to that contained in prior reports of SAEs, safety reports and the Investigator’s Brochure for that trial

4. Compare the information about this SAE with prior reports of SAEs associated with that drug or device in other trials evaluating the same drug or device

5. Decide if any modifications of the protocol or consent form should be made in light of what has been found in steps #1-4 above

6. Record this decision

7. Review all follow-up reports concerning the same SAE

8. Review all safety letters and updates for all previously reported SAEs.

All of these steps must take place expeditiously within tight timelines prescribed by regulatory authorities. The review to determine if changes in the protocol or consent must be made requires the time of an experienced pharmacist or clinician.
There has been a startling rise in the number of SAE reports submitted to the REB since it began to function. During the first few years of its existence the REB received about 400 SAE reports/y. As the numbers of these reports began to rise the REB built a Serious Adverse Event report database and began to require that all SAE reports be initially entered in this database by trial data managers before being acknowledged and processed by the REB. During its first 12 months this database received about 800 SAE reports. During the next 12 months the rate rose to about 1600 /y. Most recently, the rate has risen to 3600/y (~300/month). In addition, starting in 2004 most pharmaceutical sponsors began to separately send Safety Letters (also called Safety Reports, Safety Updates, Investigator Brochure reports or updates) in which the previously reported SAE is further analyzed. Each of these Safety Letters is submitted to and must be acknowledged by the REB.
The number of SAE reports varies substantially between trials ranging from none to over 80-120/y. This number also varies quite substantially between sponsors, making it clear that sponsors have variable thresholds for defining and reporting SAEs.


The impact on the REB of this remarkable escalation in SAE reporting has been substantial. To complete all 8 steps noted above takes the REB at least 15 minutes for each SAE report, especially noting that, on average, there are at least 2-3 follow-up reports for every SAE report, even when this is done by experienced staff. Additionally more time is needed to review and acknowledge safety letters and updates.

Implications: The arithmetic is compelling. The REB is now devoting at least 80 h/month of personnel time to processing SAE reports and safety letters and updates. The work cannot be further streamlined. It is no longer sustainable for this work to be simply mixed in with all the rest that the REB must do nor is it possible to support this work with funds from the initial REB submission fee, which are needed to perform all the other tasks required of the REB. Also, properly meeting the REB’s responsibility to review and react to every SAE reported to it can only be done by devoting the time of an adequately trained and experienced physician, research nurse or pharmacist.
Plan: The REB is in the process of hiring a pharmacist to conduct the processing of SAE reports. This pharmacist will devote approximately ½ of a full time position to this task. At present levels of SAE report submissions such a position will require charging a $25 fee for each SAE report processed (a special waiver for exemption of trials sponsored by a not-for-profit entity can be applied for). This SAE pharmacist will work in the BCCA VCC pharmacy under the professional supervision of the head of pharmacy and be responsible to the REB for SAE report processing including maintenance of the SAE database.
Application: This proposal applies to all therapeutic trials being conducted at BCCA for which the REB continues to receive SAE reports. A bill will be submitted to the Principal Investigator of each trial each month for all SAE reports processed during that month, due and payable within 30 days. If the bill is not paid in full within that 30 day period, a reminder will be sent. If the bill is not paid within 30 days of the reminder, the REB will withdraw REB approval of the trial at BCCA until the outstanding bill is paid.
Dates:

Start date


September 1, 2006
First billing date:

October 1, 2006
Subsequent billing dates:
Monthly
