October 14, 2003

The Dockets Management Branch, (HFA-305), 

Food and Drug Administration, 

5630 Fishers Lane, Rm. 1061, 

Rockville, Md. 20852

Reference: “Safety Reporting Requirements for Human Drug and Biological Products” 
Docket No. 00N-1484

Dear Docket Officer:

Blood Systems Inc supports the FDA's intention of increasing the national knowledge base on prevalence of severe donor and recipient adverse reactions. However, there are significant concerns about operational implementation of this proposed ruling. 

FDA states that, “This proposed safety reporting requirement would not impose significant new burdens on blood establishments”. The proposal would simply require that reports of serious SADRs that are currently maintained by the facility, be submitted to the agency within 45 calendar days of occurrence rather than only having these reports be reviewed by FDA at the time of an inspection”.

Comments:

· Compliance would involve a significance increase in workload for many institutions.  Blood centers are currently best prepared to comply with the proposed requirements because we have: (1) mechanism already in place to document SARs in donors, (2) have much more experience with reporting deviations to regulatory agencies within specified timelines. However, many transfusion services and smaller collection centers do not have such systems or resources in place. 

· The proposed ruling does not contain clear protocols for diagnosis and reporting, and there is an absence of standardized and consistent terminology. For instance, FDA considers vasovagal reactions with syncope "requiring medical intervention" to be included. Medical intervention could mean calling the on-call blood center physician, administration of IV saline, or transporting the patient to the ER. Furthermore, most vasovagal reactions with syncope are self-limiting, although the FDA considers "self-limited" vasovagal reactions need not be reported. A guidance document with relevant templates, glossary of terms, and table of diagnostic criteria are necessary.

· "Suspected" donor and recipient adverse reactions are to be reported under the proposed ruling, but the degree of investigation to be completed at the time of reporting is not specified, nor are there guidelines for follow-up reporting. The timeline required (45 calendar days) precludes a thorough investigation in some cases (for instance, TRALI) when such investigation may show the suspected adverse reaction to be unrelated to collection or transfusion.

· The operational burden of reporting individual cases within the 45-day timeframe would be considerable. Because mechanisms for documenting and reporting already exist (for instance, Biological Product Deviation reports), SAR reporting represents a redundant, burdensome activity.

· Reporting is not merely submitting an existing form to FDA.  FDA is requiring the use of a form never used before by blood centers or transfusion services (FDA Form 3500A).  The utility of this form for patient and donor adverse reaction reporting is not evident.

· The FDA puts the burden for reporting recipient events on the organization which performs the pretransfusion compatibility testing.  This will be inappropriate because only the ward staff in the hospital will have access to the data which the FDA seems to want in a timely fashion.  Requesting reports from the compatibility-testing laboratory, which could be miles from the hospital, may well lead to imprecision in the reports.

FDA provided only two examples; the post-transfusion conjunctivitis associated with several lots of Hemasure Leukonet filters and several vasovagal reactions in a blood center with no established lower limit for blood pressure measurements for donors. FDA upon investigation determined that had these serious adverse events been required to be reported to FDA immediate analysis of them was likely to have identified the problem sooner and the time to resolution may have been shortened. 

Comments:

· We wish to emphasize that all adverse reactions that FDA is requiring transfusion services and blood centers to report, have been identified, studied and characterized in the absence of regulations. These two examples illustrate that systems in place, voluntary reporting and inspections, are adequate.  We believe that the requirements of this proposed rule will not result in meaningful advances in donor and patient safety.  With expected high volume of reports, we are concerned that immediate analysis by FDA is not possible.

FDA states that, “Such information is essential for evaluating the agency's scientific and regulatory policies and for monitoring industry practices and their implications on blood safety”.

Comments:

· The proposed requirements are essentially the outline of a study whose results could be extremely interesting and valuable. We would like the FDA to formulate and distribute for discussion a follow-up document containing the objectives of such a study, the specific criteria to be used to define each event being reported and analyzed, expected findings, how the data would be analyzed. This would allow us to understand what type of data to gather and how best to report it.  We suspect that the FDA is pursuing a novel and broad set of objectives and the current proposal will not be an appropriate first step in achieving these objectives.

Thank you for your consideration.  If we can be of further assistance, please contact me at 480-675-5659.

Sincerely,

Hany Kamel, M.D.

Associate Director Medical Affairs

Blood Systems Inc.
