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A. JUSTIFICATION

1.
Circumstances Necessitating Information Collection 
The Food and Drug Administration (FDA) is requesting approval of information collection requirements in 21 CFR Part 809 set forth in 21 CFR 809.10 and 809.30 (Attachment A). 

There has been a growing trend in recent years for more sophisticated clinical laboratories to develop and prepare their own tests that are intended to diagnose various medical conditions, using ingredients (analyte specific reagents) that they frequently purchase from biological or chemical suppliers.  These in-house developed tests (sometimes referred to as “home brew” tests) include a wide variety used in the diagnosis of infectious diseases, cancer, and genetic conditions. 

Section 513 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 360c) (the act) (Attachment B) requires that FDA classify all devices into one of three classes depending on the degree of regulatory control needed to provide reasonable assurance of their safety and effectiveness.  The three classes of devices are: class I, general controls; class II, special controls; class III, premarket approval.  Section 502 of the act (21 U.S.C. 352) (Attachment B) establishes certain labeling requirements for devices including requirements that the labeling not be false or misleading in any particular, that the labeling contain the established name for the device, and that the labeling contain adequate directions for use.  Section 502(e) of the act (21 U.S.C. 360j(e)) (Attachment B) provides that FDA may restrict the sale, distribution, or use of a device, if FDA determines that there cannot otherwise be reasonable assurance of its safety and effectiveness.  Sections 502(q)) and (r) of the act (21 U.S.C. 352(q) and (r)) authorize FDA to regulate the advertising of devices that are restricted under section 520(e).

FDA restricts distribution of ASR’s to laboratories certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA) as qualified to perform high complexity testing  to manufacturers of in vitro diagnostic products and to organizations that use the tests for reasons other than providing diagnostic information to physicians and patients.  FDA has established certain labeling requirements for suppliers of ASR’s and some requirements regarding advertising and promotional materials for ASR’s.  FDA believes that labeling requirements and restrictions on advertising and promotion are necessary to assure that laboratories developing tests from ASR’s have sufficient information to use the ASR’s appropriately.  FDA also believes that these requirements and restrictions will limit specific claims by manufacturers, because these ASR’s are intended to be used as ingredients in a variety of ways by laboratories qualified to do high complexity testing.

FDA is requesting OMB approval for the following information collection requirements established by the rule on the labeling and restrictions for ASR’s.

809.10(e) - Third Party Disclosure

Manufacturers of ASR’s are required to include the following in the labeling:

1. The proprietary name and established name, if any, of the reagent.

2. A declaration of established name, if any, and quantity, proportion or concentration of the reagent ingredient.

3. A statement of the purity and quality of the reagent.

4. A statement of warnings or precautions for users.

5. Appropriate storage instructions.

6. A declaration of the net quantity of contents.

7. Name and place of business of the manufacturer, packer, or distributer.

8. A lot or control number.

809.30(d)  - Third Party Disclosure
Manufacturers of ASR’s are required to assure that advertising and promotional materials for ASR’s:

1. Include the identity and purity of the ASR and the identity of the analyte.

2. Do not include any statement regarding analytical or clinical performance.

2.
How, by Whom, and for What Purpose the Information is Used

The labeling for ASR’s is intended to be provided to laboratories qualified to do high complexity testing that purchase ASR’s for use in developing in vitro diagnostic tests for use in the diagnosis of a variety of conditions.  The labeling will primarily provide information about the identity, quality and purity of the ASR to assist the laboratory in choosing the appropriate ASR’s to be used in developing its tests.  Performance claims by the manufacturer would be prohibited, because only the laboratories that develop the tests are in a position to address their performance characteristics.  The labeling communicates a data set that is appropriate and useful to laboratories creating in-house tests, assures that the device complies with the requirement of section 502(f) of the act that it have adequate directions for use,  and will also establish regulatory consistency for all manufacturers of ASR’s who seek to market their products to laboratories.

3.
Consideration of Information Technology

Manufacturers may use any appropriate technology to develop and disseminate the required labeling.  Since this is a labeling regulation, the information must be physically attached to the final product.  Therefore, this collection will be unable to meet the requirements of the Government Paperwork Elimination Act because electronic label technology does not exist at this time.

4.
Efforts to Identify Duplication and Similar Information Already Available

The required labeling information is available only from the manufacturer.  Information from one manufacturer is not available from another manufacturer.  FDA is the only Federal agency responsible for the collection of such information concerning medical devices, and charged with the responsibility of regulating establishments that manufacture medical devices for introduction into interstate commerce.  Therefore, no other existing recordkeeping system can be used or modified.

5.
Small Businesses
FDA believes that the rule does have a significant impact on a substantial number of small entities.  Although the rule affects any laboratory or other entity manufacturing ASR’s for sale to others, FDA estimates most of the approximately 300 entities affected by this rule are small entities.

The rule most significantly affects the small entities that manufacture a small number of ASR’s.  The greater the number of ASR’s manufactured by an entity, the greater the economies of scale for designing and reviewing the labeling and promotional materials to ensure that the labeling or promotional materials of the ASR’s conforms to the requirements of these regulations.  However, entities manufacturing a larger number of ASR’s will incur greater costs than entities manufacturing a smaller number of ASR’s. Manufacturers of ASR’s currently label and advertise their products and the information required by the regulation is basic information already provided and readily available in most cases.

FDA currently maintains a fax on demand system (FACTS) which provides all firms with information pertaining to medical devices and radiological health, regardless of size.  FDA also established the Division of Small Manufacturer’s Assistance (DSMA), as required by the 1976 Amendments to the Act, to provide technical and other non-financial assistance to small firms, expressly to aid them in complying with the requirements of the Act.  DSMA participates in and presents conferences, workshops, and seminars on the application and interpretation of relevant regulations.  They also consult with individual firms/sponsors, and develop and disseminate educational materials.  Staff is available to respond to questions and a toll free telephone number was established to facilitate this communication link.  Additional information on DSMA may be obtained by any firm with internet access by logging onto the FDA’s web site (http://www.fda.gov/) and clicking on the Center for Devices and Radiological Health (CDRH) link.

6.
Consequences of Less Frequent Information Collection and Technical or Legal Obstacles 

FDA requires that the labeling accompany each lot of ASR’s shipped in order to assure that the information is available to each laboratory developing tests from the ASR’s.  FDA believes that the required labeling communicates a data set that is appropriate and useful to laboratories creating in-house tests and is a minimum requirement to assure that the device complies with the requirement of section 502(f) of the act that it have adequate directions for use.

There are no legal or technical obstacles to this information collection.

7.
Consistency with the Guidelines in 5 CFR 1320.5
The information collection in the labeling regulation is consistent with 5 CFR 1320.5.

8.
Consultation Outside the Agency
FDA received input on this regulation from a variety of health, professional, and industry organizations (Tab C).  These groups included: AdvaMed (previously Health Industry Manufacturers Association), American Clinical Laboratory Association, American Society of Clinical Pathologists, College of American Pathologists, and Joint Council of Immunohistochemical Manufacturers.  The rule generally reflects the opinions of these groups. 

In accordance with 5 CFR 1320.8(d), on Thursday, September 14, 2000, (65 FR 55633), a 60-day notice for public comment (Tab D) was published in the Federal Register.  Several comments were received, none of which were relevant to the Paperwork Reduction Act of 1995.

9.
Payment or Gifts to Respondents
FDA will not provide any payments or gifts to respondents.

10.
Confidentiality of Information
The labeling required by this rule does not include confidential information.

11.
Sensitive Questions
The information collection in this rule does not concern questions of a sensitive nature, such as sexual behavior and attitudes, religious beliefs or other matters considered private.

12.
Estimates of Burden Hours and Explanation
Table 1 - Estimated Annual Reporting Burden1 






CFR Section
No. of Respondents
Annual Frequency per Respondent
Total Annual Responses
Hours per Response
Total Hours


809.10(e)

300

25
7,500
1

7,500


809.30(d)

300

25
7,500
1

7,500


Total






15,000

1There are no capital/start-up costs or operating and maintenance costs associated with this collection of information.  

a.
Explanation of Reporting Burden Estimate

The number of affected establishments was derived by asking 5 commentors (Centocor, Inc., BIO, Biotechnology Industry Organization, College of American Pathologists (CAP), American Association for Clinical Chemistry (AACC), and AdvaMed (previously Health Industry Manufacturers Association (HIMA)) for estimates and averaging their responses to arrive at an estimate.  Three of the commentors gave estimates for the number of establishments manufacturing or supplying ASR’s that ranged from 100 to 500 with the average being 300.  Consequently, FDA estimates the number of ASR manufacturers and suppliers subject to the reporting requirements is approximately 300.

The number of ASR’s being manufactured was derived by asking the same 5 commentors listed above.  Three of the commentors gave estimates for the number of ASR’s that ranged from 5,000 to 10,000, with the average being 7,500.  FDA estimates that approximately 7,500 ASR’s are currently being manufactured.

In order to ascertain the number of ASR’s manufactured by each respondent, FDA used the average number of ASR’s manufactured, divided it by the number of ASR manufacturers (7,500  300).  Consequently, the estimate of the number of ASR’s manufactured by each respondent is approximately 25.  

FDA estimates for each ASR it would take approximately 1 hour to design a new label to conform with the new requirements and approximately 3 hours to review the new label through the chain of review, including legal and marketing people.  As shown above, FDA estimates that the total hours to design/review labels is approximately 100 hours per respondent (25 x 4).  The total hours to design/review labels is estimated at 30,000 (100 x 300).  These estimates do not take into account economies of scale in designing and revising the labeling on ASR’s.  FDA estimates that entities work approximately 25% of that time ascertaining that the labeling  meets the new requirements.  Consequently, FDA estimates that the total number of reporting hour burden for designing/review of labeling is approximately 25 hours per respondent (100 X .25).  FDA also estimates that the total reporting hour burden is approximately 7,500 hours (30,000 X .25).

FDA estimates for each ASR it would take approximately 1 hour to rewrite the professional materials to ascertain compliance with the new requirements.  FDA also estimates it would take approximately 4 hours to review rewritten materials through the chain of review, including legal and marketing people.  As shown above, FDA estimates that the total number of hours to rewrite/review promotional materials is approximately 125 hours per respondent (25 x 5).  The total reporting hours for all ASR’s is estimated at 37,500 (125 x 300).  This estimate does not take into account economies of scale.  Often the promotional materials are a catalogue of products.  FDA estimates that entities work approximately 20% of that time ascertaining that the promotional materials meet the new requirements.  Consequently, FDA estimates that the total number of reporting hour burden for rewriting/reviewing promotional materials is approximately 25 (125 X .20)  hours per respondent.  FDA estimates that the total reporting hour burden for promotional materials is approximately 7,500 (37,500 X  .20).

b.
Estimated Annualized Cost for the Burden Hours

FDA estimates that the average wage for a label or promotional materials designer is approximately $11.50 per hour.  This estimate is derived from the Bureau of Labor Statistics’ (United States Department of Labor) Employment Projection Handbook quoting the Society of Publication Designers.  The Society of Publication Designers survey of the industry estimates that the salary for designers is between $21,000 and $24,000 annually.  It is estimated the average wage for the middle managers that would review the labels or promotional materials is $26.00 per hour.  FDA estimates that for each ASR label the labor cost is approximately $89.50 (1 hour at $11.50 plus 3 hours at $26.00).  FDA also estimates that for each ASR’s promotional material the labor cost is approximately $115.50 (1 hour at $11.50 plus 4 hours at $26.00).  Consequently, the total cost burden for labeling 7,500 ASR’s is approximately $671,250 (7,500 X 89.50).  As discussed above approximately 25% of this cost is associated with the ASR labeling requirements which FDA estimates as approximately $167,812.50 (671,250 X .25) for all 7,500 ASR’s.  FDA estimates the cost for each ASR as approximately $22.38 per ASR (167,812.50  7,500).  FDA also estimates the cost for each respondent as approximately $6,714 (22.38 X 300).  The total cost burden for the promotional materials for 7,500 ASR’s is approximately $866,250 (7,500 X 115.50).  As discussed above approximately 20% of this cost is associated with the ASR labeling requirements for promotional materials which FDA estimates as approximately $173,250 (866,250 X .20) for all 7,500 ASR’s.  FDA estimates the cost for each ASR as approximately $23.10.  FDA estimates the cost for each respondent as approximately $6930 (23.10 X 300).

13
Annualized Cost to Respondents
There are no capital/startup costs or operating and maintenance costs.

14.
Annualized  Cost to the Government
FDA believes that the final rule labeling requirements will not result in any cost to the government.

15.
Changes in Burden
There are no program changes or adjustments to the original burden estimate.

16.
Statistical Reporting 
FDA does not intend to publish the results of this information collection.

17.
Exemption for Display of Expiration Date

We are not seeking an exemption from the requirement for display of the expiration date.

18.
Exceptions to Certification for Paperwork Reduction Act Submissions
There are no exceptions to the certification statement identified in item 19 of OMB Form 83-I.

List of Attachments:

Tab A – 
21 CFR 809.10 and 809.30

Tab B - 
Excerpts of the Federal, Food, Drug, and Cosmetic Act

--Section 502

--Section 513

--Section 520(e)

Tab C –
Addresses of Contacts and Federal Register 60 Day Notice; September 14, 2000 (65 FR 55633)

Tab C

Addresses of Contact Organizations

AdvaMed (Health Industry Manufacturers Association)

1200 G Street, N.W.

Suite 400

Washington, DC 20005

(202) 783-8700 

American Clinical Laboratory Association

1250 H. Street, N.W.

Suite 880

Washington, DC 20005

(202) 637-9466

American Society of Clinical Pathologists

1001 Pennsylvania Avenue, N.W.

Suite 725

Washington, DC 20004

College of American Pathologists

1350 I Street, N.W.

Washington, DC 20005

(202) 371-6617

Joint Council of Immunohistochemical Manufacturers

PO Box 260051

Crestwood, MO 63126

(317) 576-3854
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