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May 8, 2002

Dockets Management Branch (HFA-305)

Division of Management Systems and Policy

Office of Human Resources and Management Services

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re: Docket No. 01N-0411

Dear Sir or Madam:

The following comments pertain to the guidance document, Class II Special Controls Guidance Document: Resorbable Calcium Salt Bone Void Filler Device; Draft Guidance for Industry and FDA, as referenced in the Federal Register Notice dated February 7, 2002.

Comment 1

Scope

If the FDA’s intent is to apply this guidance document to DBM products deemed to be medical devices, this should be clearly stated in the Scope section.  As indicated, OSMA believes that this guidance document should not be applied to such products and that a separate guidance document be drafted.  

Should this guidance document be applied to DBM products deemed to be medical devices, an inconsistency will exist with the FDA’s summary of data upon which the recommendation is based (Section V, Docket 01N-0411).  Specifically, FDA’s summary indicates that “the device (resorbable calcium salt bone void filler) provides an alternative treatment to use of either autogenous bone grafts, … or use of  allogeneic bone grafts, without the potential risk of disease transmission, including virus transmission” (emphasis added).

Comment 2

Risks to Health

To our knowledge, transient hypercalcemia is a risk associated with calcium sulfate products only, and as such is not applicable to the broadened classification name resorbable calcium salt bone void filler device.  If it is to be included, it is recommended that the wording be revised to “transient hypercalcemia, for calcium sulfate salts.”

Disease transmission and undesirable immune response associated with use of a device material derived from a biological source is not applicable to the broadened classification resorbable calcium salt bone void filler products.  As indicated previously, this stated risk to health creates a conflict with 

FDA’s statement that “the device (resorbable calcium salt bone void filler) provides an alternative treatment to use of either autogenous bone grafts, … or use of allogenic bone grafts, without the potential risk of disease transmission, including virus transmission” (emphasis added).  If the concern is processing aids which may be biologically sourced, it is our opinion that the ISO 10993 and QSR requirements are adequate.  We request removal of this specific risk to health from the list.

Controls
Comment 3

Section 2 -Voluntary Consensus Standards:

ASTM F1926, “Standard Test Method for Evaluation of the Environmental Stability of Calcium Phosphate Coatings” should be included among the examples of voluntary consensus standards.
Comment 4
Section 3 – Material Characterization – Calcium Salt

3. a. 3. The term “the phase(s) of the material” should be clarified.  If it is intended to refer to the crystalline phases of the material, it should be specified.  Additionally, the second sentence of this section is redundant and should be removed.

3. b. 1. The porosity proposal (surface, internal and interconnectivity characterization) is unnecessarily excessive.  The need to characterize a product’s porosity can be addressed through common methods of mercury intrusion porosimetry.  Surface, internal and interconnectivity porosity characterization will require SEM or other such methodologies, adding cost to the test, without justified benefit.

In addition, the method of testing porosity impacts the results.  If the intent is to simulate conditions of use, it should be so stated. Since such tests are not standardized, must the test data reflect comparison to predicate?

3. b. 2.  It is assumed that this statement refers to the properties of the crystal, and it is requested that it be stated as such.

3. b. 3.  Mass to volume ratio is more appropriately defined as density.  In addition, it should be clarified if this requirement applies to the product with hydration media, where hydration media are used.  Alternatively, the overall requirement should be supplemented with the verbiage “as intended for implantation”.

Comment 5
Section 4 – Material Characterization – Biological Source Material:

4.a It should be clear that for this document, allograft tissues do not fall within the definition of “Biological Source Material.”  Section 4.a should be modified for clarification to read,  “For a calcium salt or calcium salt additive derived from a biological source, e.g., either animal or human tissue that has been processed as a source of calcium salt by removing the bulk of the endogenous organic and cellular materials, reasonable assurance that the implant material has been appropriately sourced, adequately processed (i.e., for inactivation of viruses, bacteria, and fungi), and immunologically inactivated should be provided.”

Additionally, the term “calcium salt additive derived from a biological source” should be clarified or removed in order to ensure that this document is appropriately interpreted and consistently applied.  For example, are coralline based HA or collagen additives included, and if so, how are the proposed controls appropriate?  
There is no definition of “adequate processing” that would assist an entity in determining whether its procedures were considered adequate.  Examples of what does or does not constitute adequate processing are needed.  For instance, is sterilization an implied requirement?  And what is reasonable assurance of adequate processing?  Would the requirement be an SAL of 10-6?  (This concern is discussed further below).  The term “adequately processed” should be clarified.  Alternatively, reference to existing consensus standards should be included.  

There is substantial concern that this Guidance makes reference to the FDA Guidance Document, “510(k) Sterility Review Guidance K90-1” dated 2/12/90.  If it is FDA’s intent to apply the Calcium Salts Guidance document to DBM products deemed to be medical devices, is it also a requirement (as stated in the K90-1 document) that 510(k)s are required to include “the sterility assurance level specification (SAL) (e.g., 10-6 for all devices…)”?  

Two statements at the end of this section, related to hip joint metal/polymer constrained prosthesis, appear to have been added in error, and do not relate to the subject matter.  

4. b. The term “information” requires clarification to ensure that this document is appropriately interpreted and consistently applied with respect to sourcing and processing of any component from a biological source.  If it is intended that the requirement reflect other developing industry standards or guidance documents such as that for BSE, it should be so stated.

Comment 6

Section 5 – Performance Testing

5. a. 2.  The statement “In vitro solubility and dissolution testing” implies that the other tests in this section are performed in vivo and we request that the term in vitro be removed, since all of the tests proposed are typically performed under simulated use and in vitro.

5. b In the first sentence, the term “complete resorption” should be changed to “functional resorption” to more appropriately reflect the broad intended use of this class of materials.

Moreover, the statement “may be necessary” requires clarification.  Under what circumstances are biomechanical property test data necessary?  If these products are purported for use in bony voids not intrinsic to the stability of the bone, and, as such, they are used in conjunction with fixation, why is biomechanical strength of the new bone of importance?  There may be more of a need to reflect integration of surrounding bone with the material remaining, and therefore it is recommended that the requirement be adequately defined.

Additionally, the term “appropriate biomechanical tests” requires further clarification to ensure fair and consistent implementation.  There are at least eight different protocols for biomechanical strength found in literature.  The examples given (torsion or three point bending) may not be appropriate tests for some indications, such as a cavitational defect, and other tests such as tension, flexion or compression may be more appropriate methods of assessing strength in certain defects. It is recommended that examples be all inclusive or eliminated entirely.

“Bone formation” is notoriously subjective.  We are aware of discrepancies in interpretations by agency reviewers regarding these assessments.  Specific areas of concern include what bone should be tested, whether the defect should be critically sized, what constitutes a critical size (literature reports vary) and definition of the appropriate model.  As indicated before, OSMA is concerned about the implementation of regulatory policies which may be misinterpreted and wrongly applied, and strongly recommends clarification or omission of this requirement.

In closing, Howmedica Osteonics appreciates the opportunity to comment on this draft guidance document, and we look forward to continuing to work cooperatively with the FDA in the important work of engaging stakeholders in a dialog specific to emerging regulations.

Sincerely,

Howmedica Osteonics Corp.

Susan Krasny, Ph.D.

Director, Regulatory Affairs and Clinical Research

