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August 11, 2003

Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD 20852







RE: Docket No. 96N-0417; Current Good Manufacturing Practice in Manufacturing, Packing, or Holding Dietary Ingredients and Dietary Supplements

Dear Sir or Madame,

My company fully supports the establishment of current good manufacturing practices (cGMPs) rules for dietary supplements.  Responsible companies in the industry, like ours, already have effective programs in place that allow us to ensure product integrity as described in your proposed regulation.  However, we have some comments and questions regarding the proposed regulations, which we have outlined below.  

General Comments

The FDA seeks comment on whether certain procedures should be written.  We support the requirement for written procedures wherever the establishment of procedures is required, especially in the following areas:  1) cleaning and maintaining equipment; 2) individual equipment logs; 3) responsibilities and procedures applicable to the quality control unit; 4) lab records; 5) raw material handling and testing; 6) reprocessing of batches; 7) packaging and labeling; and 8) handling complaints.  If the procedures are written down, and furthermore if the procedures are revision controlled, there is a higher level of confidence that all personnel are trained in the same way and perform the procedures in the same way.  If the procedures are verbally communicated, there is no assurance that the communications, and therefore the practices, are consistent. Inconsistent practices could result in the adulteration of products. 

FDA seeks comment on the requirement for shelflife/expiration dating.  We feel that this should be required, as consumers have come to expect and rely on such information to assure them that the products they purchase are fresh and retain their efficacy.  A good example of a shelflife requirement can be found in the NNFA GMP Guidelines.

In all areas that address the retention of records and samples, we feel that where expiration dating is used, the retention period should be defined as one year past the expiration date of the finished goods.

We also feel there is too much emphasis on redundant testing in the regulations as proposed.  Supplement manufacturers should be allowed to use the data supplied to them by their raw material suppliers, as long as they can justify this by using a sound supplier qualification program such as that described in the NNFA GMP Guidelines.  The raw material supplier builds the cost of testing performed to generate this data into the cost of the product, so the supplement manufacturer has already paid for the testing once.  Requiring the supplement manufacturer to incur the cost of testing the material again is redundant and unduly burdensome.  

We also suggest that the definition of consumer complaint be broadened to include customer complaints that are communicated to ingredient manufacturers from supplement manufacturers.  This is standard practice in the industry.  The ability to review customer complaint procedures and documentation of customer complaints is helpful to supplement manufacturers when assessing the quality practices of potential ingredient suppliers.  The information would also be helpful in an investigation of a consumer complaint.  We feel written procedures should be required here, as well.

Following are further comments and questions on specific sections of the proposed regulations.

Proposed Section 111.3

Proposed section 111.3 lists the following definitions; our comments are included.

· Lot means a batch, or specific identified portion of a batch intended to have uniform identity, purity, quality, strength and composition.  

· Comment: We use the opposite definitions for these terms. A batch is a specific identified portion of a lot.  Multiple batches are blended together to form a lot.  As long as the definitions are clear and are used consistently within our organization, and we understand the definitions used in the cGMPs, we see no benefit to changing the way we use the terminology.  Is this definition to be used universally, or only for the interpretation of the regulations?

· Sanitize means to adequately treat equipment, containers, utensils by applying heat or chemicals on cleaned food contact surfaces that when evaluated for efficacy, yield a reduction of 5 logs, which is equal to 99.999% reduction.  

· Comment: The implication here is that such specificity will require evaluation of any sanitation steps to assure that this level is reached, for example, by taking “before and after” swab samples.  How can such a reduction be achieved and/or detected in an area that is already without microbial organisms?  We agree that a requirement to achieve sanitary conditions is necessary, but the proposed reduction requirement seems impractical unless the components involved in the manufacturing processes are conducive to microbial growth (i.e. raw botanical ingredients or ingredients with high moisture contents). We recommend that the language be changed to state that equipment, utensils, etc. shall be cleaned and sanitized in a manner that keeps microorganisms and other adulterants from contaminating all components, ingredients, in-process and finished goods. This would allow flexibility for manufacturers to determine the most suitable method for monitoring their production environment.  For instance, microbial testing of representative samples of finished dietary ingredients produced would provide sufficient and continuous evidence of proper and effective cleaning and sanitizing practices. We believe that placing the burden of proof on the purity of the finished goods rather than the contact surfaces delivers safety to the consumers and does not place an undo burden on the manufacturer.

Proposed Section 111.25 b (2) 

You must calibrate before first use;

Comment: Clarification of meaning. Does this mean calibrate before first use after installation or calibrate before first use each start-up?

Proposed Section 111.25 (c) 

This proposed section would require that you establish a written procedure for calibrating instruments and controls you use in manufacturing or testing, and document that the written procedure was followed each time a calibration was performed or that you must document, at the time of performance, that the instrument and control calibration established in accordance with this section was performed. This section also states further down in the paragraph: The proposed calibration requirement gives you discretion in deciding whether to establish and follow a written calibration procedure.

Comment: Will a written calibration procedure for instruments and controls be required? It is unclear, as it is stated both ways.

Proposed Section 111.30 
What requirements apply to automatic, mechanical or electronic equipment?

Comment: This section is redundant to previous section 111.25 of this subpart and we suggest that it be removed.

Proposed Section 111.35 (d) 

This section would require that all such ingredients (or any substance “otherwise affecting the characteristics of the dietary ingredient or dietary supplement”) must be:

1) Authorized for use as a food additive; or

2) Authorized by a prior sanction consistent with sec 170.3 (l); or

3) If a color additive, subject to a listing that, by the terms of that listing, includes the use in a dietary supplement: or

4) Generally recognized as safe (GRAS)

5) Compliant with all other applicable statutory and regulatory requirements

Comments: No other existing Federal regulations for cGMP’s attempt to include food additives, color additives or GRAS issues within a manufacturing rule, as these are addressed in separate Federal rules. This entire subparagraph should be stricken as this subject is outside the scope of these regulations.

Proposed Section 111.35 (e) 

This section would require that you establish a specification for any point, step, or stage in the manufacturing process where control is necessary to prevent adulteration.  It would also require that you perform testing or examinations to confirm that the specifications are met.

Comments:  Clarification is needed on the definition of “necessary” in process specifications.  Is it up to the manufacturer to determine necessity?  Also, does “examination” include monitoring of process parameters as established in the Master Manufacturing Record and would this practice satisfy the requirement?
Proposed Section 111.35 (e)(1)

This section would require the establishment of specifications for: Identity, purity, quality, strength and composition of components, dietary ingredients or dietary supplements, in process, and finished goods manufactured.

Comments: The five attributes: identity, purity, quality, strength and composition are vague in meaning. FDA inspectors would have too much flexibility in their interpretations and therefore their enforcement of the regulations, leading to uncertainty in the industry. We recommend more clearly defining or establishing an industry standard for these terms.

Proposed Section 111.35 (f) 

You must monitor the in process control points, steps or stages to ensure that specifications established under paragraph (e) are met and to detect any unanticipated occurrences that may result in adulteration.

Comments: In some cases, it is not possible for a dietary ingredient manufacturer to monitor for strength or purity of raw materials during in process steps. Chemical reactions and/or physical changes will occur with some raw materials during heating, dissolving, mixing, etc. While this in process monitoring may be good business practice, FDA should not specifically mandate this. In the case of most dietary ingredient manufacturers, the finished product specifications are confirmed via testing at the end of the batch or lot.  This rule seems more applicable to supplement manufacturers who are unable to test their finished product.  It is suggested that 111.35 (f) be reworded or removed.

Proposed Section 111.35 (h) 

This section would require that the manufacturer use an appropriate test or examination to determine whether the established specifications are met.

Comment:  It is unclear whether this section recommends or requires that available AOAC or FDA methods be used.  One sentence in this section states that you “should” use an AOAC or FDA method, if available, while the example states that you are “required” to use the AOAC method that is available for identifying vitamin c.  We feel a requirement here is unduly specific and does not take into consideration any other compendial or validated methods (i.e. USP, INA, EPA, in-house); nor does it take into consideration existing laboratory capabilities and the validated test methods that may already be in use.  Each individual company should be given the flexibility to determine the best scientifically validated method to apply in their unique situation, and should not be required to use only FDA or AOAC methods when they are available.  Proposed section 111.35 (k), the requirement to test for contamination, clearly gives manufacturers this flexibility.  Since determination of the absence of contamination is also a specification, it is inconsistent for the FDA to allow flexibility in meeting the requirements of 111.35 (k), but not in establishing that other specifications are met. 

Proposed Section 111.35 (i) 

This section would require the establishment of corrective action plans for use when an established specification is not met.

Comment:  First of all, it is not clear whether this section is addressing only in process specifications, or raw material and finished goods specifications as well, since the examples illustrate only in process situations.  

We support the requirement to establish procedures for handling out of specification results on finished goods.  However, establishing corrective action plans for in process specifications is a business risk assessment issue, as long as adulterated or misbranded goods are not released for commerce. Making corrective action plans for each specification will be overly burdensome and unwarranted. A material disposition decision will satisfy the requirement for any unmet specifications in the finished goods.  In the description of proposed section 111.35 (g), you recommend, but do not require, that the manufacturers test raw materials received in order to avoid having to destroy an entire batch of material due to out of spec raw materials.  We feel that in process monitoring is a similar risk assessment issue and that establishing corrective action plans to address in process deviations should be at the discretion of the manufacturer.  

Proposed Section 111.45 

This section would require the establishment of a Master Manufacturing Record.  It specifies what is required to be included in this record. FDA invites comment on whether a written procedure should be required for preparing the master manufacturing record and making any modifications to the record.

Comment:  A written procedure for preparing the master manufacturing record is not necessary, since the regulations delineate the requirements for inclusion of information and the approval process.

Proposed Section 111.85 (a) 

The FDA proposes to require that you quarantine returned products because you must assume that the returned product is adulterated until tests show otherwise.

Comments: Unless there is doubt about its integrity, one would not necessarily assume that a returned product is adulterated.  For instance, when returned product is received because of customer overstocking, and the packaging is completely intact, there is no reason to assume that the product is adulterated.  We feel that a material review and disposition decision by the QC Unit to restock the material without retesting is acceptable in this and similar situations.

Proposed Sections 111.85 and 111.95
What requirements apply to returned dietary ingredients or dietary supplements?  What requirements apply to consumer complaints?

Comment: These two sections could be combined; many of the same requirements need to be performed by the QC unit.  This would help clarify the regulations and avoid confusion. 

We urge FDA to give full consideration to our comments while also acting swiftly to issue a final rule that is not overly burdensome and will allow the industry to continue to provide consumers with a wide variety of safe, affordable, and high-quality dietary supplements. 

Sincerely,

Zila Nutraceuticals, Inc.
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Maile Cook-Combs

Research/Quality Supervisor
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