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Vice President of Quality

August 8, 2003

Dockets Management Branch (HFA 305)

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD  20852

Gentlemen:

RE:
DOCKET No. 96N-0417, Good Manufacturing Practices for Dietary Supplements

Please find enclosed the comments for the above subject , Good Manufacturing Practices for Dietary Supplements, proposed regulations for the dietary supplement industry, published March, 2003.

If you need any additional information concerning these comments, or any clarification of these comments, please contact me at my e-mail address at (Wendell.Haymon@Nutriciausa.com)


Thank you for your consideration of our comments.

Sincerely yours,

(electronic signature implied)

L. Wendell Haymon, Ph.D.

Vice President of Quality

N
August 8, 2003

Dockets Management Branch (HFA 305)

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD  20852

RE:
DOCKET No. 96N-0417, Good Manufacturing Practices for Dietary Supplements

NEED FOR cGMP’s

General Nutrition Centers (GNC) and Nutricia Manufacturing USA, Inc. (Nutricia) support GMP regulations but not those proposed by the FDA.  FDA argues that new GMPs are needed because dietary supplement ingredients are different in kind from conventional food ingredients and are more risky than food ingredients.  We disagree that GMP’s are required that go beyond the ANPR (CRN and member companies proposed GMP’s) of 1997 (the enhanced GMP’s).  The fact that GNC supports enhanced GMPs for dietary supplements is not due to any difference in their nature, as compared to conventional foods, but is due to the fact that current manufacturing practices in our industry typically go beyond current food GMPs, and we believe it makes sense for GMP regulations for our category to recognize and incorporate these elements. 

In its preamble to the proposed rule, FDA asserts that “dietary supplements have their own set of unique requirements as a result of the characteristics and hazards due to their ‘hybrid’ nature, e.g., dietary supplements can be considered as falling somewhere along the continuum between conventional foods on the one hand and drugs on the other.”  Dietary supplements in fact fall within the food category and were treated as a food item for their entire history.  DSHEA in 1994 confirmed the food status of dietary supplements and provided an expanded definition of the category.  

Dietary supplements and dietary ingredients are currently covered by the general food GMPs in 21 CFR Part 110, as they should be.  Dietary supplements are foods, comparable to fortified foods, such as bread or margarine to cite two examples of dissimilar products.  The ingredients used in them are similar, and the suppliers of key ingredients serve the conventional food industry as well as the dietary supplement industry.   The vitamins and minerals contained in leading brands of multivitamins are exactly the same vitamins and minerals that are found in leading brands of breakfast cereal and bread.  To the extent that a potential for accidental overdose exists from errors during manufacturing, the potential exists for conventional foods as well as for dietary supplements.  

Vitamin and mineral ingredients, as well as numerous other dietary supplement ingredients are also identical or similar to those used in conventional foods.  The soy fractions are no different in dietary supplements than the soy fractions of  tofu, soybean oil, and soy isolates used in the food and meat industries.  Botanical powders and extracts are derived from unique plant materials, in the same manner as common spices, and the processing techniques and quality challenges are similar.  

White flour and white sugar are hardly the only powdered and ground ingredients used in food production, and many of the other highly processed ingredients used in foods are also widely used in dietary supplements.  These include vitamins; soy isoflavones and other soy components; minerals such as calcium carbonate (used for many functions in addition to providing the nutrient calcium); antioxidants such as ascorbates, polyphosphates, artificial sweeteners; bleached vegetable powders; polysorbates; mono and diglycerides; fatty acid salts and esters; and protein ingredients such as casein and whey.  Food Chemicals Codex is an excellent source for a more complete list of food ingredients.  Many of these have the physical form of a “white crystalline powder.”  

The current food GMPs have for many decades provided a standard guideline for the manufacture of both conventional foods and dietary supplements, even though the practices of leading companies in both industries go beyond the procedures required under the food GMP regulations.  GNC supports enhanced dietary supplement GMPs because we believe the regulations should better reflect current good manufacturing practices as actually observed in the industry, in order to raise the standard for those companies that may not be currently producing quality products.  Deficiencies in companies that may not be currently practicing GMP’s under the food regulations are correctable with the current enforcement authority of the FDA.  

PURPOSE 

As FDA points out in the preamble to the proposed rule (68 FR 12159), “Congress enacted DSHEA to ensure consumers’ access to safe dietary supplements.”  The agency goes on to note that dietary supplements that are adulterated or that fail to provide labeled amounts of dietary ingredients may harm consumers or may fail to provide the expected health benefit.  FDA asserts that regulations on Good Manufacturing Practices (GMPs) “will help to ensure that the potential health benefits that Congress identified as the basis for DSHEA are obtained and that consumers receive the dietary ingredients that are stated on the product label.” Deficiencies in companies that may not be currently practicing GMP’s under the food regulations are correctable with the current enforcement authority of the FDA.  

GNC agrees that GMP regulations for dietary supplements will be beneficial to consumers and to the industry, provided the regulations reasonably reflect the current “best practices” of leading manufacturers and provide for a margin of safety for the consumers of their products.   Responsible manufacturers and marketers of dietary supplements such as GNC already produce high quality, safe, beneficial dietary supplements that are used by consumers throughout the world, and has provided supplements to the American consumer since 1935.   New GMP regulations are not required to provide a quality protocol for the leading responsible manufacturers.  Rather, their practices in large part define current GMPs and should provide the basis for the rule.  

GNC disagrees strongly with the implication in the preamble to the proposed rule that product quality cannot be ensured in the absence of new GMP regulations.  Existing food GMP regulations combined with other current requirements of the Food, Drug, and Cosmetic Act (FD&C Act) provide adequate regulations for ensuring product quality.  New GMP regulations will not eliminate the need for enforcement of the existing regulations.  Deficiencies in companies that may not be currently practicing GMP’s under the food regulations are correctable with the current enforcement authority of the FDA.  

SUMMARY

In summary, GNC and Nutricia support GMP regulations that are workable and uncomplicated, mirror the existing food good manufacturing regulations,  and urge the FDA to use its existing enforcement capacity to correct any deficiencies in the industry, without new regulations.  We believe the FDA proposal overstates the potential impact of new GMPs for dietary supplements, and we do not believe it is realistic to expect that improved GMPs are likely to reduce recalls to zero or eliminate the need for active enforcement against  irresponsible companies that choose not to meet their legal obligation. Adequate enforcement of existing food GMPs would accomplish a great deal, even in the absence of new GMPs for dietary supplements.  
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Process controls, End-product testing; Need for written procedures (SOP’s);  Certificates of Analysis data use

PROCESS CONTROL SYSTEMS   

The draft GMPs submitted to FDA by CRN and other associations in 1995 and published as the ANPR in 1997 were modeled after food GMPs and current “best practices” observed by these leading companies in the industry.  Some of these “best practices” were based in part of some elements of current drug GMPs.  The industry draft GMPs incorporated modern concepts of quality assurance and were heavily process-oriented, requiring extensive written procedures for key processing operations (Standard Operating Procedures) to ensure uniform practices and to provide a strong basis for employee training and supervision.  GNC and Nutricia are fully supportive of the need for the application of an appropriate process control system for the manufacturing or dietary supplements, and we believe improved GMPs should be the basis for raising the standard across the industry with regard to process controls. 

GNC believes that the proposed exhaustive product testing provisions proposed by the agency are unnecessary in the context of a rigorous process control system, and would be excessively costly to manufacturers including those of us who manufacture over 1000 formulas and 5,000 batches of dietary supplements per year.  This is the single greatest point of difference between the industry draft GMPs and the FDA’s proposed GMPs:  the industry draft is heavily focused on defining and regulating the whole production process, while the agency’s proposal covers some aspects of the process but is more heavily focused on raw material , in-process and finished-product tests to comfirm and control the process of manufacturing dietary supplements. 

An appropriate and rigorous process control system provides the following benefits:

1. Identity, purity, quality, strength and composition of the dietary supplement is controlled.

2. Provides training, education and supervision of employees in a continuous manner

3. Provides reproducibility from batch to batch.

4. Defines and identifies critical control points that requiring monitoring.

5. Incorporates standards and specifications for all parts of the process.

6. Allows tracing of deviations and facilitates corrective actions.

7. Permits verification of reliability of processes and systems.

8. Justifies reliance on sampling and testing of indicator nutrients to verify output. 

FDA recognizes the importance of process control, but does not in GNC’s view make process control the mainstay of the proposed rule.  At 68 FR 12194-5, the agency states that “using a production and in-process control system covering all aspects of processing is necessary to insure that the dietary ingredient or dietary supplement is manufactured in an manner that will prevent adulteration.”  Also, FDA recognizes that “a production and in-process control system is necessary to provide consistency in producing different batches of dietary ingredients and dietary supplements and to facilitate preparing each batch.”  The difference is that FDA does not recognize that the existence of an appropriate process control system justifies reliance on sampling the finished product as a test of the system, but rather proposes to require exhaustive product testing.  

GNC proposes that FDA recognize that a system of process controls can reduce the need for exhaustive testing of the raw materials and the finished product. A vigorous supplier qualification and inspection program, including verification of the supplier’s reliability and test results, supported by identity testing of every incoming ingredient by the finished product manufacturer can reduce the need for exhaustive raw material tests.  In addition, the system would require extensive in-process controls including master and batch records, written specifications, verification of ingredient additions and calculated yield, and data demonstrating that the process consistently delivers expected results.  Criteria relevant to the finished product would include written specifications and representative testing of chemical, physical, and microbiological parameters.  

In the absence of such a system of process controls, GNC would agree that testing every ingredient in every batch may be required.  In the presence of such a system of controls, however, a heavy testing burden for finished products would be unnecessary and unproductive.  

ESSENTIALITY OF WRITTEN PROCEDURES

FDA’s proposal does not include any requirements for written procedures such as standard operating procedures for key elements of the manufacturing system, except in the area of calibration.  The apparent reason for the agency’s failure to require written procedures in the proposed rule is to contain costs.  However, GNC believes that written procedures cannot be viewed as a cost and a record keeping burden.  Rather, written standard operating procedures are essential to the development and maintenance of a well-controlled manufacturing process.  Written procedures are necessary for the definition, operation and documentation of a process control system, which promotes uniformity of operations and therefore is a cost saving device.  

Following written procedures and documenting compliance with those procedures will ensure regular performance of a firm’s established program and procedures and will provide additional assurance of effective communication from the firm’s management to the manufacturing personnel.  Written procedures are key in the establishment of the amount of time required for unit operations.  Therefore, costs are predictable and actually save time and money.

A requirement for written procedures was a key element of the industry draft published as the ANPR, and is also prominent in drug GMPs and in the proposed infant formula GMPs.  Written procedures are important in the control of dietary supplement production processes for the same reasons they are critical to the control of procedures used in manufacturing formulated nutritional products such as infant formula.  CRN members have identified the following areas as ones in which written procedures should be required:  

· Cleaning and maintaining equipment and utensils used in the manufacture of dietary products.

· The receipt, identification, examination, handling, sampling, testing and approval or rejection of raw materials.  

· Appropriate tests and/or examinations to be conducted that may be necessary to assure the purity, composition and quality of the finished product, and to establish release specifications.  

· The method for reprocessing batches or operational start-up materials that do not conform to finished goods standards or specifications.  

· Control procedures employed for the receipt, storage, handling, sampling, examination, and/or testing that may be necessary to assure the identity of labeling and the appropriate identity, cleanliness and quality characteristics of packaging materials for dietary products.  

· Procedures to assure that correct labels, labeling, and packaging materials are issued and used.

· Handling of all written and oral complaints.
DEFINE CRITERIA FOR ACCEPTABILITY OF VENDOR CERTIFICATES OF ANALYSIS FOR INGREDIENTS

In the preamble to the proposed GMPs for dietary supplements, FDA indicates that manufacturers would not be allowed to accept an ingredient or component supplier’s Certificate of Analysis (C of A) as evidence that the content of a shipment is in compliance with the specifications and labeling of the material. GNC and Nutricia disagree with this position, which is contrary to existing provisions in food and drug GMP regulations already adopted by FDA.   

The food GMPs  in 21 CFR 110 specifically allow the use of Certificates of Analysis to verify that ingredients meet requirements (1) for safety, (2) for allowable microorganism content, and (3) for non-contamination with toxins, pests and extraneous materials.  Part 110.35 specifies that the safety and adequacy of cleaning compounds “may be verified by any effective means including purchase of these substances under a supplier’s guarantee or certification.   GNC uses the USDA’s published list of approved cleaning compounds for the meat industry to ensure compliance.  Part 110.80 indicates that the microbiological quality of raw materials or ingredients, as well as their compliance with tolerances for natural toxins, extraneous material, or other contaminants, may be “verified by any effective means including purchase of these substances under a supplier’s guarantee or certification.”  

GMPs for low-acid canned foods in 21 CFR 113.81 specifically allow the use of Certificates of Analysis to certify that ingredients meet requirements for allowable microorganism content.  

Even the proposed Infant Formula GMPs allow the use of supplier Certificates of Analysis under appropriate conditions.  21 CFR 106.20 provides that, in general, “no analysis before use in manufacturing is needed for ingredients that are generally stable in shipping and storage, and that either are received under a supplier’s guarantee or certification that the mixture has been analyzed as to nutrient composition or are labeled as having nutrient compositions complying with specifications in the U.S. Pharmacopoeia, the National Formulary, the Food Chemicals Codex, or other similar recognized standards.”  

Even drug GMP regulations permit reliance on certificates of analysis.  21 CFR Part 211.184 requires that each component of a drug product be tested for conformity with specifications for purity, strength, and quality, but provides that in lieu of testing by the manufacturer of the finished product, “a report of analysis may be accepted from the supplier of a component, provided that at least one specific identity test is conducted on such component by the manufacturer and provided that the manufacturer establishes the reliability of the supplier’s analyses through appropriate validation of the supplier’s test results at appropriate intervals.”  

Manufacturers should conduct an identity test on incoming materials to verify that the material is correctly labeled. Information regarding other specifications could reasonably be based on a Certificate of Analysis from an inspected and qualified vendor, provided the certificate is based on actual testing performed by the vendor of the particular lot or batch of material in the shipment, which should be identified with a lot or batch tracking number. An acceptable certificate of analysis should not be based on “average” values but on actual testing of the material in the shipment.  An appropriate test-based Certificate of Analysis needs to be distinguished from a more general Certificate of Compliance or a continuing guarantee.  These two latter documents may not be based on actual testing of a specific shipment of materials.  

Responsible manufacturers of dietary supplements will rely on a relatively extensive “vendor certification program” for key material vendors. Such programs are essential to permit the manufacturer to assess the reliability of the vendor and accordingly determine the amount of incoming material testing that may be required to provide the necessary level of confidence that the material will meet specifications.  

Vendor certification programs should include plant visits and inspections, GMP audits or process reviews, verification of laboratory test results against certificates of analysis, and 100% inspection and testing of incoming materials for a specified period while reliability is being assessed.  By extending process control mechanisms back into the supplier environment, the manufacturer can make appropriate use of the expertise of the vendor and eliminate the need for extensive and duplicative testing of received materials.  In a properly defined supplier/manufacturer relationship, the supplier’s testing should be considered to be as reliable as testing performed by any other qualified laboratory.  

Manufacturers who have process control systems and written specifications and procedures in place will be able to identify the conditions under which certificates of analysis can be considered reliable, and the final rule should recognize the appropriateness of such reliance.

SUMMARY

GNC and Nutricia recognize the need for GMPs for dietary supplements, and the need is to adjust the emphasis of the rule toward a focus on process controls rather than reliance on exhaustive raw material and finished product testing.  These process controls should include written standard operating procedures and specifications for key operations, in order to ensure uniformity of practice and to provide a sound basis for employee training and supervision.  A key aspect of process control involves rigorous oversight over incoming ingredients, which is best accomplished through a vendor certification and qualification program that will identify reliable suppliers and permit acceptance of analytically-based certificates of analysis documenting that bulk ingredients meet appropriate specifications.   These elements will ensure quality and cost effective quality management. 
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Need for Expiration Dating (Best By Date)

The current proposed GMP regulations for dietary supplements do not require shelf life or expiration dating on dietary supplement products.  These proposed GMP’s do not address the  type of data that may be needed to support expiration dating which may be voluntarily provided by the manufacturer.  The proposed regulations do mandate that the expiration date on a product must be supported by a stability testing program.  

There are no expiration dating requirements in the proposed regulations because not ALL dietary supplement materials have a commonly accepted “active” or “marker” component.  FDA believes this is particularly the case for many botanical components.  Botantical products consist of a minor percentage of the products in the dietary supplement category. 

There are official validated testing methods (i.e., AOAC or FDA) for 90% of the dietary supplements currently in the marketplace;  and new methods are becoming available every day, especially for botanical dietary ingredients.  Nevertheless, if you use an expiration date on a product, you should have data and a method to support that date. You should have a written testing program designed to assess the stability characteristics of the dietary supplement, and you should use the results of the stability testing to determine appropriate storage conditions and expiration dates for each dietary supplement.  GNC believes that expiration dating is essential for consumer confidence and is beneficial for stock rotational purposes in retail outlets. 

Responsible manufacturers currently utilize an expiration dating program and have stability programs in place to support the establishment of shelf life or expiration dating.  GNC  believes all manufacturers should be required to have and support the expiration dating for all of their products.  

All or most dietary supplements contain some quantification of key nutrients, ingredients, or components in the Supplement Facts box.  These quantitative declarations would provide the primary basis for expiration dating.  If the substances are being quantified, then by definition there are tests being utilized for determining the quantities stated.  Those same tests can be utilized in evaluating stability.  

GNC urges FDA to require shelf life or expiration dating for ALL dietary supplements and to specify that such dating should be based on appropriate stability testing programs.  If the product is stable under normal room temperature conditions, then no special instructions are needed on the label to support the expiration dating.  Only if special storage conditions are required would any specific label instructions be needed (e.g., “keep refrigerated”).  

Companies should be allowed some flexibility in the nature of the substantiation required to support the shelf life or expiration dating as contained in the ANPR of 1997.  

Respectfully submitted,

L. Wendell Haymon, Ph.D.

Vice President  of Quality

Nutricia Manufacturing USA, Inc.


1050 Woodruff Road, Greenville, SC 29607


864-987-3525
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