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Dear Sir or Madam: 

The Orthopedic Surgical Manufacturers Association (OSMA), whose members reprcscnt 
companies cvhich product over 85% of all orthopedic implants intended for clinical use in the 
Unites States. n-clconws this opportunit>T to provide comments on the sL&jcct document. 

Wc \\ ish to highlight our main concerns for FDA‘s consideration. since WC believe that the!, arc 
rclovant to the succcssfL~l and complete implementation of the regulation. 

lntcnt to a~&. this guidnncc document to DBM products decmcd to bc medical dcviccs. I. 

Wc arc aware of the FDA communication sent to manufacturers of such products or products 
in dcvclopnxnt. \thich indicated FDA’s intent to rcvicw and regulate such products under the 
medical dcvicc prcmarkct notification provisions of the Act. (L. D. Spears. CDRH OffGx of 
Compl iancc Icttcr. March 12. 2002). 

Additionall>,. w understand that FDA intends that the subject guidance document appl!, not 
0111~. to Rcsorbablc Calcium Salt Boric Void Filler Devices, but also to DBM products 
dccmcd to bc medical devices. 

WC: have t\\o concerns: 

a. Thcrc arc fundamental diffcrcnccs bctwccn DBM products and rcsorbablc calcium salt 
boric void filler dcviccs: thcsc diffcrcnccs arc not feasibly addrcsscd in one guidance 
document. Additionally DBM products deemed to be medical dcviccs do. and likeI> lvill 
continue to. rcflcct additives other than rcsorbablc calcium salts. OSMA strongly 
rccomnxnds that FDA rcconsidcr the intent to appl!. this guidance to DBM products 
dccmcd to bc medical dcviccs. OSMA lvould prcfcr, for the reasons given above. that a 
scparatc guidance docutncnt be applied for such products. Our mcmbcrs would be 
\viIIing. \\hcn appropriate, to assist in drafting such a guidance document. 
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b. The proccdurc used by the agency to dctcrminc that DBM products should bc trcatcd as 
medical dcviccs remains of great concern to OSMA and its members. As WC have 
indicated in previous communications, we urge the agcncqr to obtain comment from 
stakcholdcrs in rulcmaking. We bclicvc that FDA should apply regulatory standards for 
notice and opportunit\r for comment, to cnsurc transparency and minimized regulator?, 
burden. 

In the cvcnt that FDA disagrees and does chose to apply this guidance document to DBM 
products dccmcd to bc medical dcviccs, OSMA rcqucsts an cxtcnsion of the comment period. 
to allow us to provide more estcnsivc comments regarding this guidance document. 

II. Vague and imprccisc criteria that maj. lead to a lack of uniformitv and transparency in _____ 
rc,~ulaton.practicc. It is important to OSMA mcmbcr companies that rcquircments arc 
clear and unambiguous. Even if thcrc may bc a consensus on how these terms arc 
intcrprctcd and applied at one point in time, thcrc is a potential that. without clear 
tcrminolog\.. inconsistent. unrcliablc. and unpredictable rcgulato~ opinions will occur in 
the future. OSMA is conccrncd about the implementation of regulatory politics which ma! 
bc misintcrprctcd and \vrongl\, applied. 

Our dctailcd comments further dcscribc thcsc concerns, and provide other technical clarifications. 
(See attachment). WC trust t’ou find thcsc comments of value, and rcqucst the opportunity to 
discuss these concerns \\ ith the FDA directly if ncccssac. 

In closing. OSMA apprcciattcs the opportunity to comment on this draft guidance document. and 
\vc look forward to continuing to work cooperatively with the FDA in the important work of 
engaging stakcholdcrs in a dialog specific to cmcrging regulations. 

Tom Craig. Prcsidcnt 
Orthopedic Surgical Manufacturers Association (OSMA) 

Fcdcral Esprcss 
Attachment 
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Comments by 
Orthopedic Surgical Manufacturers Association (OSMA) on 

Class II Special Controls Gu idance Document: Resorbable Calcium Salt Bone Void filler 
Device; Draft Gu idance for Industry and FDA AND Orthopedic Devices; Proposed 

Classification for the Resorbable 
Calcium Salt Bone Void F iller Device 

Docket Nos: 9lD-0407 AND O lN-0411, 
[Federal Register: February 7,2002 (Volume 67, Number 26)] 

OSMA is pleased to provide these comments on the subject document.  These comments are 
identified by the section of the proposed regulation in which the text appears. 

Scope 

If the FDA’s intent is to apply this guidance document to DBM products deemed to be med ical 
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 med ical devices, an  
inconsistency will exist with the FDA’s summary of data upon which the recommendat ion is 
based (Section V, Docket O lN-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).  

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 IS0 10993 and QSR requirements are adequate. W e  request removal of this specific risk to 
health from the list. 

Controls 
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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”. 

4. a. 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 determ ining 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 10q6? (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 among our members that this Guidance makes reference to the FDA 
Guidance Document, “5 10(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 5 lO(k)s are required to 
include “the sterility assurance level specification (SAL) (e.g., 10s6 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. 

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 terrn in vitro be removed, since all of 
the tests proposed are typically performed under simulated use and in vitro. 
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5. b. 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. 
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