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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:

America’s Blood Centers (ABC) appreciates the opportunity to comment on the Food and Drug Administration’s proposed rule amending safety reporting requirements for human drug and biological products.  For your information, America’s Blood Centers is North America’s largest network of non-profit, community blood centers.  Seventy-six member blood centers operate more than 500 collection sites in 45 U.S. states and Quebec, Canada, and provide nearly half of the United States, and nearly one-quarter of Canada’s volunteer donor blood supply.  ABC blood centers serve more than 150 million patients and provide blood products and services to more than 3,300 hospitals.  All ABC member centers are licensed by FDA. 

FDA proposes including blood and blood components to the reporting requirements for drugs and biological products.  ABC supports adopting a risk-based approach to adverse event reporting in which emphasis is placed on events that have the greatest risk to patients and blood donors.  We have grave concerns, however, that the massive volume of paperwork that would be required for blood and transfusion establishments not only would excessively burden blood establishments but would overwhelm FDA resources and limit its ability to take action to mitigate the impact of truly serious adverse events.  If FDA determines that reporting of adverse events by blood establishments is necessary, ABC believes this reporting should be limited to significant, unexpected, objectively confirmable events.

Reporting Burden.  In the economic analysis section of the proposed rule (page 12414 of the Federal Register notice), FDA states that these new reporting requirement would not impose significant new burdens on blood establishments, since blood collection and transfusion services are currently required to conduct investigations and prepare and maintain reports.  FDA states further that blood establishments would simply submit reports already maintained by the establishment, instead of having these reports reviewed by FDA at the time of inspection.  

We disagree with FDA’s assessment of the reporting burden for blood establishments.  Based on the definitions of adverse events in the proposed rule, we have calculated that a blood center that collects approximately 100,000 donations a year would be required to submit more than 100 reports a year.  ABC members collect approximately 7.5 million units of blood a year.  This translates into 75,000 reports per year submitted to FDA.  Moreover, FDA’s estimate of 16 hours of work per report translates into over 1,600 hours a year of additional reporting to the FDA by a single blood center—and 1.2 million hours of additional reporting for ABC centers alone.    

We believe that the reporting requirements as proposed not only will be a significant burden on the nation’s blood establishments, but also on FDA staff.  We have serious concerns that receiving such an avalanche of reports actually could impede FDA’s ability to identify and correct real blood donor and recipient safety problems.  

Although blood and blood components are regulated as biologics, they are very different from most other drugs and biologics.  These are not dispensed to patients for use at home, as are many medications, and new blood and blood components are not being developed on a daily basis as with medications.  

While post-marketing surveillance and reporting of adverse experiences may be helpful for medications, the same rules do not apply easily to blood and blood components.  In this regard, we think it is important to remind FDA that each individual blood component intended for transfusion is—in effect—an individual “lot.” This is in dramatic contrast to drugs and most other biologics, for which an individual lot may comprise hundreds, over even thousands, of vials or other dispensing units.

An adverse reaction to a single unit (or lot) of a blood product (for example, allommunization or TRALI) does not necessarily point to an adverse trend for all blood products.  Additionally, blood donor centers and transfusion services already have reporting systems in place to report blood product deviations and transfusion services send reports on 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.

FDA asserts that voluntary reports have alerted the agency to defects in manufacturing of products.  The proposed rule cites adverse reactions in 1997 caused by a leukoreduction filter and states that if mandatory reporting had been in place, the time for resolution of this problem might have been shortened.  We believe that because this was a voluntary report, and therefore an unusual occurrence, it was noticed immediately by FDA and prompt action was taken.  If reporting of this problem had been part of an FDA required reporting system, action might very well have been far longer than it was, since thousands of reports submitted by blood centers to the FDA would have had to be analyzed before any changes could be made.  

Voluntary Reporting System is Working.  ABC believes that the current voluntary system for reporting serious adverse events is working.  Blood centers and transfusion services recognize unusual events and do report to FDA.   For example, when white particulate matter was observed in blood bags at one American Red Cross Region, this was immediately reported to FDA and the agency was able to respond very rapidly.

In effect, voluntary reporting permits FDA to leverage the expertise of blood center medical and technical staff.  If implemented as proposed, FDA effectively discards this expertise, because now every “ significant adverse event” becomes reportable.

If FDA determines that reporting of adverse events by blood establishments is necessary, ABC urges the agency to confine this reporting to significant, unexpected events.  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 occurrence.  Reporting each instance of TRALI or alloimmunization to FDA would not change the outcome of these types of reactions.

Examples of SARs Difficult to Interpret.  FDA notes that it understands that blood establishments and transfusion services already report deviations from the manufacturing process, and now propose that all serious adverse reactions (SARs) also be reported to FDA.  This requirement is followed with a list of the type of reaction to blood and blood components that blood establishments should report.  Several items in this list are difficult to interpret.

· In one case, the rule requires all SARs that require medical intervention to be reported, but “medical intervention” is not defined.  In reality, every time a donor is attended by donor center staff for a reaction, this could be considered medical intervention.  

· Another example states that citrate reactions requiring “significant’ medical intervention should be reported but not those that require only “medical intervention.”  FDA does not explain the difference between “medical intervention” and “significant medical intervention.”  

We recommend that significant medical intervention be defined as cases in which donors require hospitalization or emergency room care.

· For blood transfusion reactions, the proposed rule would require reports of induced alloimmunization that prevents effective transfusion therapy.  Is giving incompatible blood per procedure after the patient has become alloimmunized “prevention of effective transfusion therapy?”

· The proposal would require reporting any complication from improper blood administration, including failure to use a standard blood filter (e.g. air embolus).  We believe that these types of complications are only infrequently reported to the transfusion service, so obtaining this information to report may be difficult—if not impossible.

Use of Form FDA 3500a Inappropriate for Blood Establishments.  The proposed rule specifies that reports be made using Form FDA 3500a (the current form used to report medical device problems).  We believe that this form is inappropriate for use by blood establishments.  We have analyzed current blood establishment procedures and determined that at many blood establishments, regulatory personnel would have to review multiple reports (5 different reports at one institution) from various departments in order to complete Form FDA 3500a.  

We would also like to point out that in many instances, this form fails to capture the type of information that is important when investigating a donor reaction or a transfusion reaction incident.  

ABC continues to believe that extended reporting is unnecessary for blood establish-ments.  However, should FDA decide to require additional reporting—beyond the data currently reported utilizing the blood product deviation reporting system—ABC recommends that FDA  develop a form specific to blood center and blood transfusion adverse events to facilitate communication of accurate and important information that can be easily analyzed and reviewed by FDA staff.
Thank you for the opportunity to comment.  I would be pleased to answer any questions you may have.

Celso Bianco, M.D.
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