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December 23, 2002

Dockets Management Branch (HFA-305)

Food and Drug Administration

5360 Fishers Lane, Room 1061

Rockville, MD 20852

 

Re:  Docket No. 02D-0266: Preventive Measures to Reduce the Possible Risk to Transmission of Creutzfeldt-Jakob Disease (CJD) and Variant Creutzfeldt-Jakob Disease (vCJD) by Human Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps)  

 

Dear Docket Officer:

 

America's Blood Centers (ABC) appreciates the opportunity to comment on the draft guidance for industry: Preventive Measures to Reduce the Possible Risk to Transmission of Creutzfeldt-Jakob Disease (CJD) and Variant Creutzfeld-Jakob Disease (vCJD) by Human Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps.)  For your information, ABC is a national network of locally-controlled, non-profit community blood centers that collect almost half of the US blood supply from volunteer donors. Collectively, we operate in 45 states and serve patients at more than half of the nation’s 6,000 hospitals. ABC’s total blood collections exceeded 7 million pints in 2001.  Many ABC centers collect and provide stem cells, and participate as donor centers in the National Marrow Donor Program.  Five ABC member centers also operate tissue banks.

 

General Comments:  The introduction to the draft guidance document delineates the cases of CJD transmission by tissues, which are limited to dura mater and corneal transplants, and then describes the theoretical risk for all other tissues. However, the requirements are generalized for all HCT/P donors.  

We would like to point out that the risk of transmission of CJD or vCJD by the different cells and tissues covered by this draft guidance varies substantially. Dura mater and cornea can be considered high risk because they have been associated with transmission--while other cells and tissues can be consider low risk because they have not been associated with transmission. In addition, HPCs should be treated separately.

 

Given the lower theoretical risk for other tissues, we would like to suggest an alternative approach, not considered in the guidance, of limiting the additional screening requirements to donors of high risk tissue (corneas and dura mater), as was previously done with dura mater. 

Essentially, CJD risk questions should be asked of all donors or next of kin (NOK).  If the answers reveal risk, non-HLA matched tissues would not be distributed.  If donors or next of kin are not aware of a travel risk, the tissues should be accepted for distribution.  We note that the major risk—a history of CJD or vCJD—would not be of concern because it is unlikely that this risk would be unknown to NOK.  

Furthermore, we believe that the requirements contained in the draft guidance should not apply to HLA-matched products such as hematopoietic stem cells (HPCs).  Physicians and recipients should be made aware of the risks and base their decision on a risk benefit analysis.   

We would also like to point out that many tissue-based products are held in inventory for years.  So when prospectively applied, products issued even eight or more years from now still may not have been subject to questions eliciting increased risk for CJD/vCJD.  

 

We recommend that the guidance make it clear that it does not impose retrospective requirements on previously-procured tissue. 
 
Comments on Specific Provisions:  We have the following specific comments on Section IV of the draft guidance document (Recommendations for Donor Eligibility):

 

Diagnosis of Dementia and Other Neurological Disease.  According to the draft guidance:  “You should determine to be ineligible any donor who (2) has been diagnosed with dementia or any degenerative or demyelinating disease of the central nervous system (CNS) or other neurological disease of unknown etiology; (HCT/Ps from donors with dementia confirmed by gross and microscopic examination of the brain to be caused by cerebrovascular accident, brain tumor, head trauma, or toxic/metabolic dementia and who are confirmed not to have evidence of TSE on microscopic examination of the brain may be acceptable based on an evaluation by the Medical Director.)”
 

ABC has two main concerns with this recommendation. First, there are many causes for dementia that should not be confused with CJD/vCJD and should not require neuropathological examination of the brain to allow the donors to be eligible. Second, the ability to obtain brain biopsy or autopsy of most tissue donors is limited. 

 

Many persons have identifiable and well-documented clinico-pathologic conditions that lead to varying manifestations of non-transmissible dementia.  Otherwise fully neurologically intact individuals who experience natural disease or traumatic processes resulting in dementia, should not be excluded solely on the basis of their clinical status.  Traumatic neurological injuries, hypoxic-ischemic episodes from trauma or natural disease processes, toxic-metabolic exposures, ongoing and repetitive vascular insults to the brain, ischemic and/or hemorrhagic complications of stroke, brain tumors, and other related documentable diseases and conditions are but a few examples of persons exhibiting signs and symptoms of non-transmissible dementia. Certainly, when a person’s dementia is unexplained, poorly documented, or there are multiple possible etiologies (including possible risk factors for CJD or vCJD), the potential donor would be ineligible.  

 

Microscopic evaluation should not be mandatory in HCT/P donors.  If it were required, a significant proportion of very safe donors would not be procured and, subsequently, not be made available for transplant.   
 

Diagnosis of CJD and vCJD.  The draft guidance states in the section Diagnosis of CJD and vCJD that a “Neuropathologic examination of brain tissue is required to confirm a diagnosis of CJD or vCJD.” 
 

To obtain neuropathologic examination, either the local medical examiner has to require the procedure or the family must consent. While the incidence of autopsies in the US is estimated to be 13%, the incidence varies widely throughout the United States, as does the quality and extent of the autopsy. If a neuropathologic examination of brain tissue is required to determine if a donor with dementia related to head trauma or cerebrovascular accident is eligible to donate, then most donors will be deferred. If families have not consented to eye donation, transorbital biopsies would not be an option. 

 

Most autopsies are performed at hospitals or medical examiners/coroners offices that do not employ neuropathologists.  Unless the hospital is a large teaching institution, a neuropathologist is not going to be available to review the brain histology slides in a manner timely enough to deem the donor acceptable. In addition, many pathologists would prefer not to do a brain examination on a potential case of CJD or vCJD, since this could contaminate all the instruments and the autopsy suite. While the requirement for pathologic examination has existed for years without affecting the availability of donors of dura mater, it is a serious impediment to donors of cornea, both because of the consent, the cost and the turnaround time required. 

 

We believe that this requirement would result in an excessive number of potentially acceptable donors being deferred.

 

Geographic Deferrals.  The draft guidance states: “You should determine to be ineligible any donor who (4) spent three months or more cumulatively in U.K. from the beginning of 1980 through the end of 1996; (5) is a current or former U.S. military member, civilian military employee, or dependent of a military member or civilian employee who resided at U. S. military bases in northern Europe (Germany, U.K., Belgium, and the Netherlands) for 6 months or more from 1980 through 1990, or elsewhere in Europe (Greece, Turkey, Spain, Portugal, and Italy) for 6 months or more from 1980 through 1996); (6) lived cumulatively for 5 years or more in Europe from 1980 until the present (note this criterion includes time spent in the U.K. from 1980 through 1996”.
 
We recommend that for HCT/Ps, other than dura mater and cornea, in the absence of any other evidence of risk, an “I don’t know” response to the geographic risk questions, as well as the question about injection of bovine  insulin, should not be a reason for deferral.   

Exceptions for Rare Matched Products.  The draft guidance states: “Note: ...To mitigate this potential effect, we believe that hematopoietic stem cells from a donor who would otherwise be determined ineligible by one or more of  recommendations 3-8 may be collected and stored. Use of such hematopoietic stem cells could be appropriate to address an urgent medical need if necessary to achieve an appropriate match with a recipient and if the benefits of such use outweigh the risks”.
 

ABC agrees with the provision to allow HLA-matched cells and tissues to be used for the purpose of transplantation, even if the donor is at increased risk for CJD/vCJD.  By the time that the potential donor has been selected for collection, a HLA match has typically been established, and the donor has been identified as the best source, so exclusion is not appropriate in these cases.  

Please clarify that this clause means that the decision to use HLA-matched cells and tissues, such hematopoietic stem cells (HPCs), is at the discretion of the transplant center. In this regard, however, we believe that it is important that both the recipient and transplanting physician acknowledge the potential for increased CJD/vCJD risk.
 

We would like to point out that existing National Marrow Donor Program (NMDP) procedures currently allow for donors with “exceptional” findings to be collected.  The procedures do not require the transplanting center to provide any written record to the donor or collection center regarding physician acceptance of an exceptional product.  They are maintained by the NMDP to ensure donor and patient confidentiality.  Assurances are received from NMDP that exceptional information has been disclosed and is acceptable.  The form that this assurance takes is typically an email.  

 

We do not believe that the donor or collection center should be required to obtain copies of any written acknowledgement from the recipient and physician, since this may be burdensome and delay time-critical activities.

 

In the case of exceptional use for clinical applications, we do not believe it is necessary to label the product differently.  There are currently varying standards and practices in this area.  For example, the American Association of Blood Banks requires products to bear a biohazard label if the product has TSE risk.  However, we question whether travel, for example, is truly a risk meriting a biohazard label and are concerned that transplant center staff may be unjustifiably concerned if the product were labeled in a manner that suggested the product was unsuitable.  

 

This guidance poses challenges for other products that have unique matching requirements but are not hematopoietic stem cells.  For example, islet cell isolates, minimally manipulated or others more than minimally manipulated may have very restrictive criteria for establishing a fit between the donor and recipient.  

 

We urge FDA to re-examine the way in which these recommendations are applied to in-process INDs or even approved products.  While we believe that it is unlikely that CJD risk factors would play any actual role in the final determination of suitability, in the interest of full disclosure, it may be important that this information be collected and included as part of the collection and/or transplant record.

 

Thank you for the opportunity to comment. I would be pleased to answer any questions you may have.

 

Sincerely,

 

 /JW/
Judith Woll, M.D.

Chair, Scientific, Medical and Technical Committee

America’s Blood Centers










�  Draft Guidance for Industry and FDA: Class II Special Controls Guidance Document: Human Dura Mater, October 22, 2002





