Tuesday, October 14, 2003
Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852 

Re:  
Docket No. 00N-1484:  Proposed Rule: “Safety Reporting Requirements for Human Drug and Biological Products”
Dear Docket Officer: 

FDA proposes including blood and blood components to the reporting requirements for drugs and biological products.  It is not arguable that surveillance for suspected adverse events can result in reduction of risk going forward, this is amply demonstrated by the effectiveness of hospital infection control programs, but the remedies proposed are inappropriate and inadequate for several reasons.

The definitions of SARs as applied to blood products in the proposed do not account for the complex environment in which blood is transfused.  Taken at face value, they will lead to hundreds of reports annually from our medium sized blood system alone.  It is not feasible to exclude with “reasonable possibility” that any clinical deterioration during or shortly after transfusion is not related to the transfusion.  To require reporting when a “relationship cannot be ruled out” asks us to prove a negative, which is impossible.  This kind of language must be replaced with language like “confirmed”.  In addition, terms like “clinically significant” and “significant medical intervention” are nonspecific and have to be clarified before the proposed rule can be considered for adoption.

Blood donor centers and transfusion services already have systems in place to report blood product deviations and transfusion services send reports on carefully defined sentinel events to the Joint Commission on the Accreditation of Healthcare Organizations.  This proposed rule will lead to duplicative reporting by both donor centers and transfusion services.

If FDA determines that reporting of adverse events by blood establishments is necessary, they must confine this reporting to significant, unexpected, objectively confirmable events (I would start with acute hemolytic reactions and bacterial contamination episodes left to my own preferences).  Reports of TRALI, and alloimmunization, for example, are events that although serious, are not unexpected and are investigated by blood centers at the time of recognition.  Reporting each instance of TRALI or alloimmunization might be of interest to FDA, but would not change the outcome of these types of reactions, and more formal investigation of the frequency of these reactions is ongoing in several blood systems.  This will yield more useful data to assess methods of prevention.  Requiring reports of congestive heart failure will result in many with dubious objective relation to transfusion.  If it is FDA’s priority to assess this issue, it should be done by fostering focused investigation(s) in the hospital setting.

Both the reporting burden and financial impacts of this rule as estimated by FDA have been commented on by the American Association of Blood Banks and America’s Blood Centers.  I concur that these represent gross underestimates as a result of the overly broad and non-specific nature of the reports requested and misunderstanding of the cost of the medDRA system.

Finally, I am not sanguine that FDA will use the data submitted for useful purposes.  We have been submitting increasing numbers of BPDRs in recent years and are always interested in the annual summaries we are provided, but it is not clear that useful guidance is arising from them.  The FDA needs to provide an analysis plan for the requested data before the proposed rule is accepted that includes timelines for review.

I have no disagreement with the explicit purpose of this rule.  The focus must be substantially narrowed and accountability assured before it is adopted.

Sincerely,
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Louis M. Katz MD

Vice President, Medical Affairs

Mississippi Valley Regional Blood Center

Davenport, IA.
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