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INFORMATION COLLECTION REQUEST SUPPORTING STATEMENT

The purpose of this supporting statement is to verify that the collection of information

encompassed by this request complies with the Paperwork Reduction Act of 1995. The supporting
OWS ISInformation collection 1S necessary to aelermine | elsaneedor

manufacturing practice (GMP) regulations in the dietary supplement industry. Through regulation, the
Secretary may prescribe GMP regulations. In order to make a determination if these regulations are
required, FDA must know more about existing manufacturing practices. Because of severd recent
illnesses and deeths that may have resulted from contaminated dietary supplements, a public heath risk
may exist from the absence of GMPs and therefore emergency processing of this information collection
request isrequired.

A telephone-mail-tel ephone survey approach, usng computer-ass sted telephone interviewing
(CATI), will be used for data collection. A sample of 717 establishments will be sdlected using
gratified systematic sampling. The sample dlocation is designed to yield 400 completed surveys. The
purposes of thisinformation collection are to (1) learn about the existing manufacturing practicesin the
dietary supplementsindustry and (2) help the agency formulate apolicy to ensure that dietary
supplement products are produced under conditions that will result in a safe and properly labeed
product without unnecessary cogtsto the industry. The survey datawill be used to estimate the
percentage of establishments, by product type (e.g., herbals and botanicds, vitamins and minerds, etc.)
and sze, that are currently practicing GMPs. The survey will provide an understanding of the economic
impect that any proposal to establish GMP regulations will have on both large and small establishments
in the dietary supplement indudtry.

A telephone-mail-telephone survey approach will be used to collect the data. In Phase 1,
edtablishments will be contacted by telephone and screened for digibility. Eligible establishments will be
recruited for the mail survey. In Phase 2, establishments will be contacted by telephone if they do not
return the mail survey in the specified timeframe. On the third follow-up cdl, the interviewer will attempt
to collect the responses to the mail survey over the telephone.

As required by the Office of Management and Budget, Section A of this supporting Satement
provides ajudtification for thisinformation collection, while Section B provides information about the
gatistica methods employed by thisinformation collection. Asrequired, Appendix 1 contains the text
of ancticeto the public to be published in the Federal Register. Appendix 2 contains the CATI script
for theinitid telephoneinterview. Appendix 3 contains the mail survey instrument.




A. JUSTIFICATION

A.1 Circumstances

On October 25, 1994, the Dietary Supplement Hedlth and Education Act (the DSHEA) (Pub.
L. 103-417) was Signed into law. The DSHEA, among other things, amended the act by adding section
402 (g) (21 U.S.C. 342 (g)) which provides, in part, that:

The Secretary may by regulation prescribe good manufacturing practices for dietary
supplements. Such regulations shal be modded after current good manufacturing practices for
food and may not impose standards for which there is no current and generdly available
andytica methodology. No standard of current good manufacturing practice may be imposed
unless such standard isincluded in aregulation promulgated after notice and opportunity for
comment in accordance with chapter 5 of title 5, United States Code.

Although section 402 (g) of the act does not require that the Secretary (and by delegation, FDA) adopt
regulations that prescribe good manufacturing practices (GMPs), a Significant segment of the dietary
supplement industry has told FDA that such regulations would be hepful for ensuring thet dietary
supplements are safe for their intended use.

On November 20, 1995, representatives of the dietary supplement industry submitted to FDA a
suggested outline for the development of GMP regulations for dietary supplements. FDA evauated the
outline and determined that it provided an extremely useful starting point should FDA decide to proceed
to rulemaking to adopt GMP regulations for dietary supplements. However, the agency recognizes that
the first question that must be addressed is whether there is the need for such regulations or whether
part 110 (21 CFR part 110) continues to be adequate. Therefore, the agency issued an advance notice
of proposed rulemaking on February 6, 1997 (Federal Register, Vol. 62, No. 25). The advance
notice of proposed rulemaking includes the industry submission and asks for public comment on the
framework that the submission presents.

As part of the process of considering whether to ingtitute rulemaking to require GMP
regulations, the agency would like to conduct a survey of firms that manufacture, pack, or hold dietary
supplements to learn about existing manufacturing practices.

A.2 Useof Information

The Economics Branch of the Center for Food Safety and Applied Nutrition will primarily use
the information gathered in the sudy. The purposes of thisinformation collection are to (1) learn about



the existing manufacturing practices in the dietary supplements industry and (2) help the agency formulate
apolicy to ensure that dietary supplement products are produced under conditions that will result in a
safe and properly labeled product without unnecessary codts to the industry. The survey datawill be
used to estimate the percentage of establishments, by product type (e.g., herbals and botanicds, vitamins
and minerds, etc.) and size, that are currently practicing GMPs. The survey will provide an
understanding of the economic impact that any proposd to establish GMP regulations will have on both
large and smdll establishmentsin the dietary supplement industry.

The survey is organized to determine the extent to which establishments use written procedures
and maintain records for the following: (1) personne to ensure they have proper education, training,
and experience and are knowledgeable in disease control; (2) buildings and facilities are maintained
againg adulteration; (3) equipment is cleaned and sanitized; (4) quality control and |aboratory
operations check that certificates of andysis are reliable and that identity and adulteration tests are
conducted on raw materids and in-process formulations; (5) production and process controls use
master and batch records as well as other records; (6) warehousing and distribution operations maintain
records for forward and backward tracing of product; and (7) consumer complaints are handled and
documented.

Research Triangle Indtitute (RTI1) will develop and administer the survey in conjunction with its
survey subcontractor, Harris Interactive. RTI will conduct a telephone-mail-tel ephone survey that will
be administered to 717 establishments with approximately 400 survey completions. The sample will be
dratified by sze and product type and will be representative of the subpopulations of interest.

A.3 Useof Information Technology

RTI will use CATI for theinitid and follow-up telephone interviews. CATI will enable RTI to
efficiently record the responses and identify and correct reporting inconsstencies during the interview.
CATI reduces the occurrence of missing responses to specific questions because interviewers can press
respondents for answers, define any terms that are unclear, and answer any other questions the
respondents may have. Harris Interactive, RTI’ s subcontractor for the data collection, has extensive
experience recruiting for and conducting CATI surveys with business establishments.

A.4  Duplication Identification

A search of published literature and FDA archives by the Economics Branch of FDA'’s Center
for Food Safety and Applied Nutrition failed to identify any data that Satisticadly estimate the prevaence
of gpecific GMPs among dietary supplement establishments.



A5 Minimize Burden to Small Entities

Because the survey will be administered to a sample of dietary supplement establishments
representative of the subpopulations of interest, small entities will certainly be respondents. However,
FDA doesnot fed that dternative collection procedures for small entities are necessary. The entities
will not be required to collect or record information, since their survey responses will be derived from
their standard procedures and existing records. Also, because amail survey is being used, the survey
can be completed at the convenience of respondents.

A.6  Consequencesof Not Conducting Collection

FDA will collect data only once to conduct an economic andysisto determine if GMP
regulaions are required for dietary supplements. Thisis not a periodic data collection. Without this
data collection, the existing manufacturing practices of dietary supplement establishments is not known,
and the economic analysis may be incomplete or mideading. If smdl entities are not included in the
information collection, the information on GMPs used in the andysis may not accurately represent the
impact of requiring regulations for smdl entities. Furthermore, because of severa recent illnesses and
desths that may have resulted from contaminated dietary supplements, apublic hedth risk may exist
from the absence of GMP regulations, thereby making the need for this information collection urgent.
The hazards associated with poor manufacturing practices include chemica and biologica
contamination, unlabeled ingredients, and highly variable amounts of active ingredients.

A.7  Special Circumstances Explanation

No specid circumstances require additiona explanations.

A.8 Public Commentsand Consultation Outside the Agency

The emergency Federal Register notice will provide an opportunity for comment.

During the comment period for the Federal Register notice, RTI will conduct a pretest of the
mail survey insrument with up to nine dietary supplement establishments. RTI will conduct two or three
of the pretest interviews in person at the establishment Ste; the remaining pretest interviews will be
conducted by telephone. The ste vistswill include atour of the plant production processes. Once RTI
has completed the pretest, we will revise the survey instrument based on any comments provided by the
pretest respondents.



A.9 Payment or Gift to Respondents

Respondents will be provided a summary of the survey resultsin return for their participation.
No payment or gift will be offered to respondents.

A.10 Assuranceof Confidentiality

The confidentidity of respondents will be assured by using an independent contractor to collect
the information, by enacting procedures to prevent unauthorized access to respondent data, and by
preventing the public disclosure of the responses of individua participants. FDA will not have accessto
the survey responses of individud establishments. FDA has contracted with RTI to develop the
sampling frame, draw the sample, contact the participants, collect the data, and record and anayze the
data

RTI has standard procedures for assuring the confidentiality of survey respondents. RTI
manages the data collected from human subjects in ways that prevent unauthorized access a any point
during the sudy. RTI’s confidentiaity guiddines specificaly redrict the release of persondly identifying
information about respondents to anyone outside the project team. These procedures improve the
reponse rate and ensure the confidentidity of al interview data.

RTI will not disclose the responses of individua establishments. RTI will only report survey
results in aggregate, pooling the responses from establishments within a stratum. No survey results will
be reported for strata with fewer than eight observations.

A.11 Sengtive Sexual, Religious, or Private Information

Not applicable. The survey instrument does not contain any questions that might be considered
sendtive.

A.12 Hour Burden Estimates

Based on previous establishment surveys, FDA estimates that the burden of this collection of
information will average 1.13 hours per respondent (see Table 1). This estimate covers the entire
survey process, including making the initiad telephone contact, gathering the data needed, and completing
the survey by mail or telephone.



Tablel. Estimated Annual Reporting Burder?

Number of Annual Frequency Total Annual
Respondents per Response Responses Hoursper Response Total Hours
400 1 400 113 452

aThere are no capital costs or operating and maintenance costs associated with this collection of information.

A.13 Total Annual Cost Burden to Respondents or Recor dkeepers Excluding Hour s Burden
Shown in Items 12 and 14

Not applicable. Respondents will have no additiona burden beyond the hours burden shown in
item A.12. Respondents will not need capital equipment, ongoing recordkeeping operations, or
sarvices to complete the information collection.

A.14 Annual Cos to the Federal Government

RTI estimates the total cogt to the Federd Government for this information collection to be
$177,820, which represents 2,665 labor hours and incidental costs such as mailing, communications,
and supplies. Asshown in Table 2, this estimate includes FDA' s activities, aswell asRTI's. FDA will
gpend time refining the survey ingruments, reviewing sampling design and data collection methods, and
conducting an economic andlysis using the collected data. RTI will develop and pretest the survey
ingrument, design and draw the sample, collect the data, analyze the data, and produce afina report.

A.15 Explanation of Program Changesor Adjustments

Thisisanew collection.

Table2. Agency and Contractor Annual Burden/Cost Estimates

Burden Hours

Collection Activity Management* Technical** Clerical Total Hours  Cost***
Agency
Refine Survey Instrument 15 0 0 15 $720
Review Sample Design and Sampling 10 0 0 10 $480
Methods



Review and Monitor Data Collection 30 0 0 30 $1,440
M ethods and Products

Economic Analysis 70 0 0 70 $3,360

Contractor Services (RTI)

Develop Survey Instrument 100 170 A 304 $23521
Pretest Survey Instrument 100 150 8 258 $19,962
Design and Draw Sample 68 210 42 320 $24,238
Conduct Phase 1 and Phase 2 Data 60 1,100 50 1,210 $74,278
Collection
Analyze Data 80 238 10 328 $21,833
Produce Final Report 40 40 40 120 $7,988
Total Burden and Cost 573 1,908 184 2,665 $177,820

*Includes administrative and senior professional staff.

**|ncludes junior professional and technical staff and telephoneinterviewers.

*** Agency rates for management were cal culated using midpoint of pay-level range for GS13 for 1999. Thisratewas
multiplied by 1.6 to cover fringe benefits, overhead, other direct costs, and fees and then divided by 2,080
hrs/year. Contractor services were calculated using weighted averages of hourly rates that include salary, fringe,
overhead, and fees. Other direct costs (e.g., communication, services, and supplies) areincluded in the totals.

A.16 Publication of Results

RTI will use the data to prepare a report that discusses the prevalence of GMPs by product
type and size for the dietary supplements industry. Tables 3 and 4 show how RTI will organize this
information by GMP procedure for each product type and size stratum.

Table3. Example: Percentage of Dietary Supplement Establishments with Written
Proceduresfor Personnéel, by Product Type

Per centage of Establishments (%)

Herbalsand Amino Acids/
Vitaminsand Botanicals, Proteing/ Other Dietary
Minerals Including Extracts Animal Extracts  Supplements Overall

Disease control

Personal cleanliness



Education, training,
and experience

Table4. Example: Percentage of Dietary Supplement Establishmentswith Written
Proceduresfor Personne, by Size

Per centage of Establishments (%)

Very Small Small Large Overall

Disease control
Personal cleanliness

Education, training, and
experience

This survey is aone-time collection of information to determine the prevalence of GMP
procedures among dietary supplement establishments. Target dates are listed in Table 5.

A.17 Explanation of Inappropriateness of Displaying OMB Approval Expiration Date
No exemption is requested.

A.18 Exceptionstothe Certification Statement of OMB Form 83.1

No exceptions requested.



Table5. Survey Schedule

Activity Start Date End Date
Instrument pretest (up to 9 establishments) 9/15/99 10/15/99
Federal Register notice published 10/1/99 10/31/99
OMB approval 10/31/99 11/5/99
Data collection 11/15/99 1/21/00
Dataanalysis 1/24/00 2/11/00
Final report production 2/11/00 2/28/00




B. COLLECTIONS OF INFORMATION EMPLOYING STATISTICAL METHODS

B.1 Describe Universe

The universe for thissurvey is defined as the 2,004 dietary supplement establishmentsin the
DS-EED database that manufacture, repackage, supply ingredients, or distribute dietary supplement
productsin the United States. RTI developed the DS-EED using FDA’s Officid Establishment
Inventory (OEIl) and supplemented the information in the OEI with information from trade organizations,
trade shows, and dectronic databases that cover various aspects of the industry. Table 6 liststhe SIC
codes and descriptions of the indugtriesincluded in the DS-EED. The primary SIC code for a dietary
supplement establishment may be a SIC code for a non-dietary supplement industry.

The anticipated overal responserate is 72 percent for the very small, smdl, and unknown sze
strataand 79 percent for the large stratum.  This response rate is calculated as the product of the
response rates for Phases 1 and 2. This response rate takes into consideration that datawill be
collected over the Thanksgiving and Christmas holidays. The data collection cannot be postponed until
after the holidays because of reporting requirements required by FDA.

B.2  Procedures

0] Stratification

The primary purpose of dratification in our dataandyssisto ensure that estimates for
population subdivisions are precise. In this case, subdivisons of the population of particular interest are
edtablishment size and product type because these characterigtics will be important factors influencing
the prevalence of GMP procedures.

The DS-EED includes nine product type codes: vitamins and minerds! herbals and botanicals,
herbal and botanica extracts, amino acids, proteins, anima extracts, tea-like products,
concentrates/metabolites/congtituents, and other dietary supplements. Establishments may be dassfied
by one or more product types. For the proposed survey, we defined four mutually exclusive
superstrata:

1vitamins and minerals are grouped together because most plants that manufacture either of these also manufactures
the other.
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Table6. IndustriesIncluded in the DS-EED

SIC Code SIC Description
2032 Canned Specialties
2047 Dog and Cat Food
2048 Prepared Feeds and Feed Ingredients for Animals and Fowls, Except Dogs and Cats
2052 Cookies and Crackers
2064 Candy and Other Confectionery Products
2075 Soybean Qil Mills
2077 Animal and Marine Fats and Qils
2086 Bottled and Canned Soft Drinks and Carbonated Waters
2087 Flavoring Extracts and Flavoring Syrups, Not Elsewhere Classified
2099 Food Preparations, Not Elsewhere Classified
2721 Periodicals: Publishing, or Publishing and Printing
2819 Industrial Inorganic Chemicals, Not Elsewhere Classified
2821 Plastics Materials, Synthetic Resins, and Nonvul canizabl e Elastomers
2833 Medicinal Chemicals and Botanical Products
2834 Pharmaceutical Preparations
2835 In-Vitro/In-Vivo Diagnostic Substance
2836 Biological Products—Except Diagnostic
2841 Specialty Cleaning, Polishing, and Sanitation Preparations
2843 Surface Active Agents, Finishing Agents, Sulfonated Oils, and Assistants
2844 Perfumes, Cosmetics, and Other Toilet Preparations
2851 Paints, Varnishes, Lacquers, Enamels, and Allied Products
2869 Industrial Organic Chemicals, NEC
2879 Pesticides and Agricultural Chemicals, Not Elsewhere Classified
2899 Chemicals and Chemical Preparations, Not Elsewhere Classified
3089 Plastics Products, Not Elsewhere Classified
3295 Minerals and Earths, Ground or Otherwise Treated
3341 Secondary Smelting and Refining of Nonferrous Metals
3679 Electronic Components, Not Elsewhere Classified
3341 Surgical Instrument/A pparatus
3842 Orthopedic, Prosthetic, and Surgical Appliances and Supplies
3343 Dental Equipment and Supplies
5087 Chiropractic Equipment and Supply
5122 Drugs, Drug Proprietaries, and Druggists’ Sundries
5149 Groceries and Related Products, Not Elsewhere Classified
5499 Miscellaneous Food Stores
7339 Business Services, Not Elsewhere Classified
8731 Commercial Physical Research
8734 Testing Laboratories

11



1. Vitamins and minerds (includes establishments dso dlassfied as herbas and botanicas or
amino acidgproteinganima extracts)

2. Amino acidg/proteinganima extracts (includes establishments dso dassfied as herbas and
botanicals, including extracts; excludes establishments aso classified as vitamins and
minerds)

3. Herbasand botanicals, including extracts (excludes establishments also classified as
vitamins and minerds or amino acids/proteing/anima extracts)

4. Other (al other product types)

We further dratified each of the four superdratainto four size categories—very smal, smdl, large, and
unknown—resulting in 16 sampling Strata.

We ds0 dassfied each establishment into one mutualy exclusive facility type category (manufacturer,
input supplier, repacker, digtributor, other). Establishments that manufacture and are aso input
suppliers, repackers, or distributors are classified as manufacturers.

Product Type Stratification

Using the product codesin the DS-EED, we classified each establishment into one of the four
uperdrata (1) vitamins and minerds; (2) amino acids/proteins/anima extracts; (3) herbas and
botanicals, including extracts, and (4) other dietary supplements.

Size Stratification

The SBA classifies companies as small based on the size of the entire company. Because the
DS-EED dataon size are only for a specific establishment, we had to obtain parent company
information on employment and/or revenue to correctly classfy each establishment as part of asmall or

large company.

To obtain parent company data for establishments in the survey universe, we sent infoUSA the
DS-EED data records and requested (among other variables) the name, address, primary SIC code,
employment size (in ranges), and revenue (in ranges) of parent company firms with establishmentsin the
survey universe. InfoUSA matched 1,219 of the 2,004 records to their U.S. database of 10.3 million
businesses. The non-matched records (786 establishments) did not match because they are recently
established businesses, they are out of business, or because there has been a name or address change.
Because data on revenue or employment size were not available for the non-matched records, we
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created an “unknown” stratum for these establishments. The survey will collect information on revenue
and employment so we can correctly classfy these establishments for the analyss.

Of the 1,219 matched records, 187 were linked to ultimate parents. The parent company data
for these 187 establishments were merged with the survey universe. Of the remaining records, 1,032
establishments were matched but did not have alarger parent company. For these records, the
etablishment and parent company were the same entity, so we used establishment-level data to define
the establishment’ssize,

Using SBA sze standards, each of the 2,004 establishments in the survey universe was
classfied as parts of small or large businesses based on the employment size or annua revenues of each
establishment’ s parent company. The SBA sze sandards represent the largest size afirm may be, in
terms of ether the number of employees or annud receipts, and gill remain digible as asmdl business
for various types of federd assstance. When an establishment did not have a parent company (i.e,,
when arecord in the DS-EED survey universe did not link with an ultimate parent in the infoUSA
database), the employment size or annual revenues of the establishment was used to categorize the
edtablishment. If an establishment’ s parent company had a sales volume or employment size that
exceeded the SBA size standard for the parent company’ s primary four-digit SIC code, the
establishment was categorized aslarge. Conversely, an establishment whose parent company had an
employment size or sales volume less than or equd to the SBA size standard for the parent company’s
primary four-digit SIC code was classfied assmadl. Table 7 provides alisting of SBA size sandards
for the four-digit SIC codes found in the survey universe. In such cases where the SBA size sandard
did not precisely coincide with an employment or sdes range, we categorized the establishment as smadl.

Because the dietary supplement industry is characterized by smdl establishments, we further
divided smd| establishments based on employment sze—very smdl and smdl. An establishment was
classfied as very smdl if the number of employeesislessthan 20. Table 8 presents the size of
establishments by the four product type superstrata.

Sampling Allocation

The sample is designed to produce vaid and religble results that can be generdized to the
subpopulations of interest. The proposed sample dlocation is designed to yield 400 completed surveys.
Table 9 presents the sample dlocation for the initid sample Size of 717 establishments. To dlocate the
sample across the 16 product type and size strata, we oversampled the amino acids/proteinganima
extracts and herbals and botanical product types.
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Table7. Size Definitionsby SIC Code

SIC Codes SBA Size Standard

0139, 0273 $500,000 in sales

1382, 4725, 5421, 5499, 5719, 5912, 5941, 5963, 5995, 5999, 6162, $5,000,000 in sales
6282, 6719, 7231, 7299, 7319, 7389, 7997, 8049, 8111, 8231, 8322,
8399, 8733-8742, 8999, 9999

1521 $17,000,000in sales
7377 $18,000,000 in sales
5961 $18,500,000in sales
5047-5199, 100 employees

1422, 1459, 1499, 2023, 2026, 2033-2041, 2047-2051, 2064, 2075, 500 employees
2077, 2086-2099, 2721, 2759, 2835, 2836, 2844, 2879, 2891, 2899,
3295, 3341, 3565, 3599, 3672, 3841-3861, 3949, 8731

2062, 2821, 2833, 3834, 2841 750 employees
2032, 2819, 2869, 3315 1,000 employees

Table 8. Size of Egtablishments, by Product Type?2

Per cent
Very Per cent Per cent Per cent
Very  Small Small Large Unknown
Small (%) Small (%) Large (%)  Unknown (%) Total
1. Vitaminsand minerals 323 30.0 287 26.7 77 7.2 3838 36.1 1,075
2. Amino acids/proteins/ 27 31.0 20 230 5 5.7 35 402 87
animal extracts
3. Herbalsand botanicals, 188 122 61 137 4 09 193 433 446
including extracts
4. Other dietary 113 285 79 199 A 86 170 429 3%
supplements
Total 651 325 447 223 120 6.0 786 39.2 2,004

Note: 1: Vitaminsand minerals—Includes establishments also classified as herbal s and botanicals or amino
acids/proteins/animal extracts.
2. Amino acids/proteing/animal extracts—Includes establishments also classified as herbals and botanicals,
including extracts; excludes establishments also classified as vitamins and minerals.
3. Herbals and botanicals, including extracts—Excludes establishments also classified as vitamins and
minerals or amino acids/proteins/animal extracts.
4: Other—all other product types.

aTotals may not add to 100 percent due to rounding.
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Table9. Sample Allocation

Sze
Very
Product Type Small Small Large Unknown  Total

1. Vitaminsand Minerals

Initid Sample Size 56 67 49 30 202

Expected Number of Respondents 30 36 33 16 115
2. Amino AcidgProteing/Animal Extracts

Initid Sample Sze 27 20 5 35 87

Expected Number of Respondents 15 11 3 19 48
3. Herbalsand Botanicals, Including

Extracts

Initid Sample Size 170 61 4 70 305

Expected Number of Respondents 92 33 3 38 166
4. Other Dietary Supplements

Initid Sample Sze 33 37 31 22 123

Expected Number of Respondents 18 20 21 12 71
Total

Initid Sample Sze 286 185 89 157 717

Expected Number of Respondents 155 100 60 85 400

Note: 1: Vitamins and minerals—Includes establishments also classified as herbal s and botanicals or amino
acids/proteins/animal extracts.
2. Amino acids/proteing/animal extracts—Includes establishments also classified as herbal s and botanicals,
including extracts; excludes establishments also classified as vitamins and minerals.
3. Herbals and botanicals, including extracts—Excludes establishments al so classified as vitamins and
minerals or amino acids/proteins/animal extracts.
4: Other—all other product types.

We undersampled the vitamins and minerds and other dietary supplements product types. Regarding
the size dtrata, we undersampled the unknowns and oversampled the very smdl, smal, and large strata.
Prior to selecting the sample we will sort by facility type within each sampling stratum. Then we will
select adratified systematic sample so that facility types are proportionaly represented in each product
type/size strata.

Theinitid sample szes shown in Table 9 are based on the assumptions shown below. These
assumptions are based on previous experience with establishment surveys.
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The contact rate (reachable phone number) will be a least 83 percent for the very smdl,
smal, and unknown size srata and 95 percent for the large stratum.

The digibility rate (dietary supplement establishment) will be at least
90 percent for al dtrata.

The response rate for theinitia recruitment telephone interview (Phase 1) will be at least
85 percent for the very small, small, and unknown size strata and 89 percent for the large
dratum.

The cooperation rate with the mail survey/follow-up telephone interview (Phase 2) will be at
least 85 percent for the very smdl, smal, and unknown size strata and 89 percent for the
large stratum.

(i) Edimation

RTI will generate survey estimates by gpplying survey weights to the respondent record data.
Survey weights will be computed in severd steps. Initidly, sampling weights will be computed to reflect
the different probabilities of sdection induced by the sampling design (i.e., by using different sampling
ratesin the various strata). These weights will be assgned to the (n=717) selected establishment
records in the sample files.

Next, RTI will adjust these weights for nonresponse to minimize the potential bias due to survey
nonresponse. RTI plans to use weighting class adjustments. One possible approach would be to
condder the 16 Strata as weighting classes.

Weighting class adjustments will ensure that, within each class, respondent weights sum to the
population counts of digible establishments. These adjustments, implemented with the computation and
goplication of adjustment factorsin each class, will also tend to reduce the biases of nonresponse to the
extent that weighting classes are homogeneous.

Weighted estimates will be caculated for subpopulations of interest (i.e., by product type and
by sze). RTI will dso compute estimated variances and standard errors for these estimates.

An indication of the expected precision of survey estimates are the widths of 95 percent
confidence intervals (Cls) for percentage estimates of important reporting domains. Table 10 provides
estimates of confidence intervas for the reporting domains of interest. For estimates for the herbas and
botanicals product type, we expect 95 percent Cls of +/- 0.68 percent when the estimate is about 30
percent. The Cl width will be dightly larger for an estimate of 50 percent (+/- 0.71 percent) and
smadler for a percentage estimate of 10 percent (+/- 0.55 percent). For estimates for very smal
establishments, we expect 95 percent Cls of +/- 1.59 percent when the estimate is about 30 percent.
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The CI width will be larger for an estimate of 50 percent (+/- 1.71 percent) and smaller for a
percentage estimate of 10 percent (+/- 1.15 percent). The

Table 10. Expected Precision of Survey Estimates

Prevalence

Domain N n 10% 20% 25% 30% 35% 40% 50%

Product Type
Vitamins and minerds 1,075 115 280 359 38 405 420 430 438

Amino acids, proteins, 87 48 105 106 106 106 106 1.06 1.06
and anima extracts

Herbals and botanicals, 446 166 055 063 066 068 069 071 071
including extracts

Other 396 71 112 127 131 135 137 139 141
Size

Very Smdl 651 155 115 143 152 159 164 168 171

Sl 447 100 088 101 105 108 111 112 114

Large 120 60 08 086 08 087 087 087 087

Unknown 786 8 231 283 307 322 333 340 346

Note: 1: Vitamins and minerals—Includes establishments also classified as herbals and botanicals or amino
acids/proteins/animal extracts.
2. Amino acids/proteins/animal extracts—Includes establishments also classified as herbals and botanicals,
including extracts; excludes establishments also classified as vitamins and minerals.
3. Herbals and botanicals, including extracts—Excludes establishments al so classified as vitamins and
minerals or amino acids/proteins/animal extracts.
4: Other—all other product types.

confidence intervas above include the design effects that are induced by over- and under-sampling
establishmentsin the various product type and size Strata. Because we are sampling alarge proportion
of the population of dietary supplement establishments, the finite population correction factor was used
in the computation of precison. For the actud andysis, the precison estimates should improve when
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establishments in the unknown size stratum are categorized into the appropriate Sze Srata, thus
increasing the number of observations for analyss.

The proposed information collection does not have any specidized problems, unusua sampling
procedures, or periodic data collection cycles.

B.3 Methodsto Maximize Response Rate

The anticipated overal responserateis 72 percent for the very smdl, smdl, and unknown size
srataand 79 percent for the large stratum. This response rate is caculated as the product of the
response rates for Phases 1 and 2. This response rate takes into consideration that data will be
collected over the Thanksgiving and Christmas holidays. The data collection cannot be postponed until
after the holidays because of reporting requirements required by FDA.

RTI expects to keegp nonresponse biases to a minimum by achieving good response rates.
Nonresponse bias depends on two factors. the amount of nonresponse (i.e., the response rate) and the
extent to which respondents differ from nonrespondentsin the survey characterigtics of interest. In fact,
the bias can be mathematically expressed as a product of these two factors. The bias can be reduced
subsgtantidly by maximizing response retes.

RTI proposes a variety of procedures to maximize response rates. Progpective respondents
will be sent alead letter on FDA letterhead and a 1-page brochure describing the research study and
the importance of their participation. This letter will include the OMB number and a contact name and
phone number a FDA. Also, the letter will offer to send respondents an aggregated summary of the
survey results as an incentive to participate.

The mail survey materias will be sent via Federal Express to expedite their ddivery and to
sagnify the importance of the survey. Along with the survey materids, regpondents will receive a letter
on RTI letterhead and another copy of the 1-page brochure. A metered (prepaid) envelope will also be
included for returning the mall survey.

Harris Interactive, on behdf of RTI, will operate atoll-free survey help line during the full-scale
survey adminigtration. Respondents can cdl the survey help line to request assi stance when completing
the mail survey.

For the initid and follow-up telephone interviews, RTI will attempt to contact each sample point
up to 8 times (for busy, no answer, and voice mail dispositions) before assgning a dispostion of
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nonresponse. For refusasto theinitid and follow-up telephone interviews, amore experienced
interviewer will attempt up to two refusal conversons.

Throughout the data collection process, RTI will maintain procedures to ensure the
confidentidity of the survey responses.

RTI will minimize other response errors by providing survey participants with detailed
ingructions and by making the questions easy to answer, which will aso reduce respondents burden in
completing the mail survey.

B.4 Testsof Proceduresand Methods

During the comment period for the Federal Register notice, RT1 will conduct a pretest of the
mail survey insrument with up to nine dietary supplement establishments. RTI will conduct two or three
of the pretest interviews in person at the establishment Ste; the remaining pretest interviews will be
conducted by telephone. The site vigts will include a tour of the plant production processes. Once RTI
has completed the pretest, we will revise the survey instrument based on any comments provided by the
pretest respondents.

B.5 Statigtical Consultant’s Name and Telephone Number and Data Collection Contractor
Contact

Satistical Consultant’s Name and Tel ephone Number
Mr. Peter Siegd, Statigtician
Satigtics Research Divison, Research Triangle Indtitute
(919) 541-6348

Data Collection and Analysis Contractor Contact
Ms. Sheryl Cates, Business Andyst
Center for Economics Research, Research Triangle Indtitute
(919) 541-6810
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