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January 21, 2005

Division of Dockets Management (HFA-305)



Food and Drug Administration 

5630 Fishers Lane, Room 1061

Rockville, MD 20852

RE:
Draft Guidance for Industry:  Recommendations for Early Food Safety Evaluation of New Non-Pesticidal Proteins Produced by New Plant Varieties Intended for Food Use; Docket No. 2004D-0369

To Whom It May Concern:

Grocery Manufacturers of America (GMA)
 is submitting these comments in response to the notice of availability of the Draft Guidance for Industry:  Recommendations for Early Food Safety Evaluation of New Non-Pesticidal Proteins Produced by New Plant Varieties Intended for Food Use (Draft Guidance), published by the Food and Drug Administration (FDA) on November 24, 2004
.

GMA and its member companies conclude that the proposed data elements, the plan of communication, the provisions for public availability of the information, and the Agency response are thorough and comprehensive for the plant varieties and the substances within the scope of the Draft Guidance for an Early Food Safety Evaluation (EFSE). While the Draft Guidance establishes only a voluntary EFSE, while it does not establish any legally enforceable responsibilities, and while the range of products within its scope is disappointingly narrow, we believe that advancing the Draft Guidance according to FDA’s good guidance practices, after addressing the recommended additions and the points of clarification we raise below, will be a step toward a sound regulatory process.

· Additional Detail in FDA Response and Information from Supplier Developer

Both the OSTP in its proposed updates for field test requirements
 and the FDA in the notice of availability
 of the Draft Guidance stated “As the number and diversity of field tests increase, the likelihood that . . . commingling of seeds produced under field tests with . . . grain may also increase.” GMA and its members recognize that developers and sponsors are sensitive to this likelihood and are responding to prevent it. However, no system is perfect. Therefore we believe it is prudent, particularly in light of the fact that the Agency’s position that the EFSE is not intended to substitute for the more thorough safety evaluation conducted as part of a biotechnology consultation
, to add additional steps to prepare for and ideally prevent an unintentional commingling.
Regarding preparation, we recommend that that in its planned response to a sponsor/developer the FDA indicate its likely actions in the event of a commingling. For example, in an option (c) response
, the FDA should indicate that in the event of an unintentional commingling the FDA believes there would be no need for concern, that no product recall is necessary, and that any resulting food could be safely consumed. Similarly, for an option (b) response
, the FDA should include two things. First, the Agency should describe the actions it would take in the event of an unintentional commingling, e.g., location and recall of the food crop and any food made from it. Second, the Agency should indicate the requirement of the sponsor/developer to have methods of analysis for identification and quantification of the expression products in the plant, plant products (e.g., grains) and, where possible, reasonably expected food matrices, and to make these methods available in the event of an unintentional commingling.
The availability of analytical methods of identification and quantification before a possible commingling would save time in managing any action necessary to resolve issues following an unintentional commingling, and therefore help in maintaining public confidence in the regulatory process and the food supply
.  However, prevention of such an event is clearly preferred. Therefore, we recommend that the FDA inform the USDA of the results of any EFSE so that the requirements of the field trial permits can be adjusted appropriately. A diagram of possible expression products and FDA actions is in Appendix 1a, and possible ways to adjust field trial permits accordingly are presented in Appendix 1b.
· Scope of the Draft Guidance

The possible expression products and FDA actions outlined in Appendix 1 may appear to be more readily applicable to substances other than non-pesticidal proteins expressed for improved agronomic traits. This actually leads to our comment above on the narrowness of the range of products within the scope of the Draft Guidance, and to the points we would ask the FDA to clarify.  

The OSTP accurately characterized the rapid developments in genomics leading to an expanding range of new plant varieties. 

“In addition to developing plants expressing traits for improved agronomic properties (e.g., disease and pest resistance and drought and herbicide tolerance), scientists are adding traits for the benefit of the consumer (e.g., enhanced nutrition, other health benefits, and prolonged shelf-life), and traits that produce substances not intended for consumption through food or feed (e.g., industrial enzymes and pharmaceuticals).”
 

Clearly the scope of the Draft Guidance is narrower than the expected range of new plant varieties that could or are intended to enter the food supply.  Therefore, we request the Agency to expand the scope of this Draft Guidance, or develop in a timely manner additional Guidance to cover these other new plant varieties. Our interest in expanding the range of new plant varieties that should receive an EFSE is developed further in the following points.
· Plant-Made Pharmaceuticals and Industrial Chemicals in Traditional Food Crops

In the Scope of the Draft Guidance, FDA recommends “that sponsors and developers of new plant varieties intended for food use consult with FDA . . .”  We understand this statement to exclude non-food plants from the recommendation to conduct an EFSE. However, does this statement include traditional food crops with a biotechnological transformation to express non-pesticidal proteins that are not intended for food use, e.g., pharmaceuticals or industrial enzymes produced in corn? If not, will such new plant varieties the subject of another guidance document?
If not this, does the Agency believe that exposure to these substances through consumption of food resulting from a commingling of a crop expressing these substances would be acceptably safe because the exposure is limited when compared to exposure resulting from unintentional commingling, or intentional marketing, of commercial quantities of grains expressing pesticidal traits; and therefore it is necessary to evaluate these new plant varieties only through the voluntary Recommended Presubmission Consultation (RPC) described in the proposal for a Premarket Notice Concerning Bioengineered Foods (PBN)
, if and when that system is established?  

In its proposal for the PBN the FDA did consider substances not intended to be consumed through food. However, the FDA encouraged developers of new plant varieties expressing non-pesticidal proteins that are not intended for food use to participate in the RPC in order to “. . . ensure that developers have given careful consideration to the procedures needed to ensure that their products do not inappropriately get into the food supply, and are aware of the legal implications if their products do.” Surely it is not the case that the Agency did not include these plant varieties in the scope of the Draft Guidance because it believes that their inappropriate entry into the food supply at the field trial stage would not have legal implications.  

· Expression and Exposure Levels of Same Protein in Different Plant Species 
The FDA states in the Scope section: “If a protein has been evaluated in an early food safety evaluation and no safety concerns are identified, we would not expect an additional early food safety evaluation to be submitted if the same protein is introduced into another plant species.”  We fully support avoiding duplication of effort in order to minimize the number of submissions as well as avoiding the need for unnecessary evaluations by the Agency. However, does this statement mean that the Agency also does not expect any safety questions about increased exposure, through increased consumption, to any protein whose expression is evaluated in a minor food crop and then whose gene is inserted into a staple food crop like corn or wheat?  Does the Agency also not expect a protein to be expressed at a greater level in another plant species?  If it does not already plan to do so, we encourage FDA to implement the EFSE so that it covers these scenarios through reasonable extrapolations of exposure.
· Pesticidal Traits

We also want to address the fact that the Draft Guidance for EFSE is limited to new non-pesticidal proteins produced in new plant varieties. It is explained in footnote 3 that any pesticidal proteins are not subject to FDA review, and that the Environmental Protection Agency (EPA) is responsible for evaluating the safety of pesticides, including plant incorporated protectants. However, in its proposal for a Premarket Notice Concerning Bioengineered Foods, the Agency would require notification about “any bioengineered food, including a bioengineered food derived from a new plant variety modified to contain a pesticidal substance.”
 At that time FDA reasoned that notification of new plant varieties with a pesticidal substance was required “because the transformational event that is used to introduce the pesticidal trait may also cause unintended changes to the food that would raise adulteration or misbranding questions subject to FDA jurisdiction.” Does the FDA intend to develop at a later date guidance for an EFSE at the field trial stage for new plant varieties modified to contain pesticidal traits?  If not, does the FDA believe that consumption of foods made from plants with bioengineered pesticidal traits which may “cause  unintended changes to the food that would raise adulteration or misbranding questions subject to FDA jurisdiction” is acceptable because the exposure is limited when compared to exposure resulting from unintentional commingling, or intentional marketing, of commercial quantities of grains; and therefore it is necessary to evaluate these new plant varieties only through the voluntary RPC described in the proposal for PBN, if and when that system is established?  

· EFSE and Proposed Recommended Premarket Consultation
The FDA recommends that sponsors and developers of new plant varieties intended for food use consult with FDA. We recognize that the EFSE is intended to cover field trials and that the RPC would cover foods much closer to entering the market. The FDA states in the Draft Guidance that the EFSE is not intended to substitute for a biotechnology consultation with FDA. However, the safety information to be provided appears to be essentially the same for both consultations, the only apparent difference being the level of exposure to the new protein (Appendix 2).  
In proposing the RPC, the FDA has clearly indicated that it expects potential notifiers will want “to identify and discuss relevant safety, nutritional, or other issues regarding a bioengineered food before submitting a PBN about that food,” and that the FDA “ . . . has long regarded it to be a prudent practice for producers who use new technologies in the manufacture or development of foods and food ingredients to work cooperatively with FDA to ensure that the products of these new technologies are safe and comply with all applicable legal requirements.”
  But prudent business practice would suggest an even earlier consultation in order to identify safe and commercially viable substances or plant varieties before incurring the costs of agricultural scale up and food product development. If the proposed mandatory Premarket Notice Concerning Bioengineered Foods is eventually established, will not its voluntary RPC be superseded by the EFSE described in the Draft Guidance? In fact, it appears that the safety information needed for an EFSE is more demanding than that proposed for the RPC when the plant varieties and foods derived from them are actually closer to market introduction. 
· Mandatory vs. Voluntary
GMA has commented on behalf of its members on a number of occasions
 about the need for a mandatory review of the safety and other regulatory status of crops intended for food use or that could enter the food supply, not only prior to entry into commerce, as envisioned in the proposed Premarket Biotechnology Notification, but also prior to situations when such crops are likely to unintentionally enter the food supply. We continue to support the establishment of a mandatory PBN, and believe the EFSE should be mandatory as well. 
In summary, except for our recommendation that the FDA provide in its letter of evaluation additional specific guidance on actions to be taken in the event of an unintentional commingling and that sponsors/developers are prepared with methods to identify and quantify the expressed proteins, GMA and its members believe the proposed data elements, communication process, public availability and agency response are generally appropriate for the new plant varieties and the substances within the scope of the Draft Guidance. 
We want to emphasize, however, that the Draft Guidance establishes only a voluntary early food safety evaluation, that it does not establish any legally enforceable responsibilities, and that the scope is disappointingly narrow. In our opinion, the Draft Guidance is only a small step in achieving the objectives that we share with the Agency and the government. Therefore, we encourage the Agency to address the issues we have raised in order to truly “enhance public confidence in the regulatory oversight of biotechnology-derived food crops and foods/feeds derived from such crops.”  

Sincerely,
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Mark F. Nelson, Ph.D.

Vice President, Scientific and Regulatory Policy

Appendix 1a: Proposed Early Food Safety Evaluation and Possible Actions After Commingling
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Appendix 1b: Proposed Early Food Safety Evaluation Informs Permit Requirements
[image: image3.jpg]B 2401 PENNSYLVANIA AVE., NW

‘ (GROCERY MANUFACTURERS OF AMERICA SECOND FLOOR

MAKERS OF THE WORLD'S FAVORITE BRANDS OF WASHINGTON, DC 20037
FOOD, BEVERAGES, AND CONSUMER PRODUCTS (202) 337-9400

FAX (202) 337-4508
www.gmabrands.com





Appendix 2: Elements of Biotechnology Consultations and Assessments
	Biotechnology Consultation
	Early Food Safety Evaluation
	Recommended Presubmission Consultation

	October 1997
	Proposed November 2004
	Proposed January 2001

	http://www.cfsan.fda.gov/~lrd/consulpr.html
	http://www.cfsan.fda.gov/~dms/bioprgui.html
	http://frwebgate2.access.gpo.gov/cgi-bin/waisgate.cgi?WAISdocID=062777426093+0+1+0&WAISaction=retrieve 

	1. The name of the bioengineered food and the crop from which it is derived.
	1. The name, identity, and function of the new protein(s) produced in the new plant variety;
	(ii) The name of the bioengineered food that is the subject of the presubmission consultation and the plant species from which it is derived;

	2. A description of the various applications or uses of the bioengineered food, including animal feed uses.
	
	(iii) The distinctive designation(s) that you use to identify the applicable transformation event(s);

	3. Information concerning the sources, identities, and functions of introduced genetic material.
	3. A list of the identity (ies) and source(s) of the introduced genetic material;
	(iv) A list of the identity(ies) and source(s) of introduced genetic material;

	4. Information on the purpose or intended technical effect of the modification, and its expected effect on the composition or characteristic properties of the food or feed.
	4. A description of the purpose or intended technical effect of the new protein;
	(v) A description of the purpose or intended technical effect of the transformation event. This includes expected significant changes in the composition or characteristic properties of food derived from the plant as a result of the transformation event, regardless of whether these changes result from the insertion of new genes or from a modification in the expression of endogenous genes; 

	5. Information concerning the identity and function of expression products encoded by the introduced genetic material, including an estimate of the concentration of any expression product in the bioengineered crop or food derived thereof.
	5. An assessment of the amino acid similarity between the new protein and known allergens and toxins;
	

	6. Information regarding any known or suspected allergenicity and toxicity of expression products and the basis for concluding that foods containing the expression products can be safely consumed.
	6. The overall stability of the protein, and the resistance of the protein to enzymatic degradation using appropriate in vitro assays; and,
	

	7. Information comparing the composition or characteristics of the bioengineered food to that of food derived from the parental variety or other commonly consumed varieties with special emphasis on important nutrients, and toxicants that occur naturally in the food.
	2. Data and information as to whether this protein has been safely consumed in foods;
	

	8. A discussion of the available information that addresses whether the potential for the bioengineered food to induce an allergic response has been altered by the genetic modification.
	[2. and 6. could also address this.]
	

	9. Any other information relevant to the safety and nutritional assessment of the bioengineered food.
	7. Any other pertinent information.
	(vi) A description of the intended applications or uses of the bioengineered food; and 
(vii) A description of any applications or uses that are not suitable for the bioengineered food.
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� Grocery Manufacturers of America is the world’s largest association of food, beverage and consumer product companies. Led by a board of 46 Chief Executive Officers, GMA applies legal, scientific and political expertise from its more than 140 member companies to vital public policy issues affecting its membership. The association also leads efforts to increase productivity, efficiency and growth in the food, beverage and consumer products industry. With U.S. sales of more than $500 billion, GMA members employ more than 2.5 million workers in all 50 states.


� 69 FR 68381.


� At 69 FR 68381


� At 67 FR 50578





� Guidance for Industry: Recommendations for the Early Food Safety Evaluation of New Non-Pesticidal Proteins Produced by New Plant Varieties Intended for Food Use (November 2004). p.5.


� (c) We have completed our evaluation of your submission. Based upon this evaluation, we have no questions at this time regarding your view that the new protein raises no food safety concerns.


� (b) We have completed our evaluation of your submission. Based upon this evaluation, and as discussed in this letter, the submission raises questions about the food safety of your new protein.


� At 67 FR 50578. These proposed actions “are part of the government’s continuing . . . efforts to enhance public confidence in the regulatory oversight of biotechnology-derived food crops and foods/feeds derived from such crops.”


� At 67 FR 50578.


� Proposed 21 CFR 192.10, at 66 FR 4730.


�  Proposed 21 CFR 192.5(a), at 66 FR 4730. The proposal allows for exceptions if three conditions are met: “(1) The bioengineered food derives from a plant line that represents a transformation event that has been addressed in a PBN previously submitted to FDA; (2) The use or application of the bioengineered food has been addressed in a notice previously submitted to FDA; and (3) A letter from FDA demonstrates that FDA has evaluated the use or application of the bioengineered food and has no questions about it. This would include a letter issued between May 1, 1994, and the effective date of this rule.”


� At 57 FR 22991


� Comments re Guidance for Industry:  Drugs, Biologics, and Medical Devices Derived from Bioengineered Plants for Use in Human and Animals (67 FR 57828, Sept.12, 2002).  At  � HYPERLINK "http://www.gmabrands.com/publicpolicy/docs/comment.cfm?DocID=1068" ��http://www.gmabrands.com/publicpolicy/docs/comment.cfm?DocID=1068�; and Comments re Field Testing of Plants Engineered To Produce Pharmaceutical and Industrial Compounds (68 FR 11337, March 10, 2003). At � HYPERLINK "http://www.gmabrands.com/publicpolicy/docs/comment.cfm?DocID=1135" ��http://www.gmabrands.com/publicpolicy/docs/comment.cfm?DocID=1135� 
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