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DIRECT DIAL (202) 737-4291 

BY FEDERAL EXPRESS 

Office of Food Additive Safety 
Center for Food Safety and Applied Nutrition 
U.S. Food and Drug Administration 
5  100 Paint Branch Parkway 
College Park, Maryland 20740-3835 

June 20,2005 

flEc’D JUN 2  12005 

Subject: GRAS Notice for Lycopene derived from Blakeslea trispora 

Dear Sir/Madam: 

Pursuant to the proposed rule outlined at 62 Fed. Reg. 18939 (April 17, 1997), Vitatene 
SAU (Vitatene) hereby submits this notification that the use of its lycopene derived from Blakeslea 
trispora, its 5% and 20% lycopene oil suspensions and its 10% and 20% lycopene cold water 
dispersible (CW D ) products as a  nutrient in foods is exempt from the premarket approval 
requirements of the Federal Food, Drug, and Cosmetic Act because Vitatene has determined that 
such use is generally recognized as safe (GRAS) based on scientific procedures. 

To  facilitate your review, this notification is submitted in the format suggested under 
proposed 21 C.F.R. 9  170.36 (c) (see 62 Fed. Reg. at 18961). Three copies of the GRAS 
Exemption Claim and Additional Information documents are enclosed. Also enclosed is an 
electronic copy (Microsoft W o rd) of the documents.  

Diane B. McCall 
Counsel  to Vitatene SAU 

DBM/csd 

Enclosures 
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Office of Food Additive Safety 
Center for Food Safety and Applied Nutrition 
U.S. Food and Drug Administration 
5 100 Paint Branch Parkway 
College Park, Maryland 20740-3 83 5 

Subject: GRAS Notice for Lycopene derived from Blakeslea trispora 

Dear SirMadarn: 

Pursuant to the proposed rule outlined at 62 Fed. Reg. 18939 (April 17, 1997), Vitatene 
SAU (Vitatene) hereby submits this notification that the use of its lycopene derived from Blakeslea 
trispora, its 5% and 20% lycopene oil suspensions and its 10% and 20% lycopene cold water 
dispersible ( 0 )  products as a nutrient in foods is exempt from the premarket approval 
requirements of the Federal Food, Drug, and Cosmetic Act because Vitatene has determined that 
such use is generally recognized as safe (GRAS) based on scientific procedures. 

To facilitate your review, this notification is submitted in the format suggested under 
proposed 21 C.F.R. 8 170.36 (c) (E 62 Fed. Reg. at 18961). Three copies of the GRAS 
Exemption Claim and Additional Information documents are enclosed. Also enclosed is an 
electronic copy (Microsoft Word) of the documents. 

Sincerely, 

Diane B. McColl 
Counsel to Vitatene SAU 
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GRAS EXEMPTION CLAIM 

We hereby claim that the use of Vitatene SAU's lycopene derived from 
Blakeslea trispora, its 5% and 20% lycopene oil suspensions, and its 10% and 2O0lO 
lycopene cold water dispersible (CWD) products as a source of the nutrient 
lycopene in foods is exempt from the premarket approval requirements of the 
Federal Food, Drug, and Cosmetic Act because we have determined that such 
use is generally recognized as safe (GRAS). 

(1) Name and address of the notifier: 

Carmelita Rodriguez Otero 
Quality Unit & RRAA Responsible 
Vitatene S.A. 
Avda. Saenz de Miera, 50 
24009 Leon 
Spain 

(2) Common or usual names of the substance that is the subject of the 
GRAS exemption claim: 

Lycopene from Blakeslea trispora, Lycopene, LICONAT (trade name) 

(3) Product description 

Vitatene SAU (Vitatene's) all-trans lycopene derived from Blakeslea trispora is a 
red crystalline powder that is identical to the lycopene that occurs naturally in 
tomatoes. Vitatene formulates its lycopene into 5% and 20% lycopene oil 
suspensions, and 10% and 20% cold water dispersible (CWD) products prior to 
marketing. 

(4) Applicable conditions of use of the notified substance: 

(a) Foods in which the substance is to be used: 

Lycopene from Blakeslea trispora is intended for use, as a dietary source of the 
nutrient lycopene, in foods such as baked goods and baking mixes, beverages 
and beverage bases, breakfast cereals, cheeses, condiments and relishes, 
confections and frostings, fats and oils, frozen dairy desserts and mixes, 
gelatins, puddings, and fillings, gravies and sauces, milk products, plant protein 
products, processed fruits and fruit juices, snack foods, and soups and soup 
mixes which otherwise contain very little or no lycopene. 









ADDITIONAL INFORMATION 

(I) Identity of the notified substance 

(a) Common or usual name 

Lycopene, LICONAT (trade name) 

(b) Product description 

(i) Chemical names and CAS numbers for lycopene 

all-trans lycopene [502-65-81 
all-cis lycopene [44 1 8-7 1 -71 
1 5-cis lycopene [59092-07-81 
13-cis lycopene [ I  301 8-46-71 
9-cis lycopene [64727-64-61 

(ii) Structural formulae of lycopene 

As depicted in Figure I ,  lycopene is an acyclic, nonpolar hydrocarbon chain, 
consisting of a C40 isoprenoid skeleton and 2 open-end rings (Rice-Evans et a/., 
1997). As with all carotenoids, each of the polyene chain double bonds of 
lycopene could exist in a cis or trans conformation, resulting in a large number of 
geometric isomers (see Figure 2.5-1); however, the vast majority of carotenoids 
exist in the all-trans configurations (Furr and Clark, 1997; Rice-Evans et a/., 1997; 
Boileau et a/., 1999a; IOM, 2000). Although the all-trans form of lycopene 
predominates in foods, the cis isomers, together with trans isomers, are common 
in human blood and tissue (Krinsky et a/., 1990; Cronin, 2000; Hadley eta/., 
2003). Specifically, all-trans-lycopene and 5-cis-lycopene have been identified as 
the most abundant lycopene isomers present in human plasma (Hadley et a/., 
2003). 

























EXPERT PANEL OPINION REGARDING THE GENERALLY RECOGNIZED AS SAFE 
(GRAS) STATUS OF LYCOPENE FROM BLAKESLEA TRISPORA 

Introduction 

At the request of Vitatene S.A.U. (Vitatene), an Expert Panel (hereinafter referred to as the 
Panel) of independent scientists, qualified by relevant national and international experience and 
scientific training to evaluate the safety of food ingredients, was specially convened to evaluate 
the safety and determine the generally recognized as safe (GRAS) status of lycopene derived 
from the fungus Blakeslea trispora, 5% and 20% lycopene oil suspensions prepared with high 
oleic sunflower oil to provide 5% or 20% crystalline lycopene, and 10% and 20% lycopene cold 
water dispersible (CWD) products under the conditions of intended use in foods. The Panel 
included Dr. Ian C. Munro (CANTOX Health Sciences International), Professor Gary Williams 
(New York Medical College), and Professor John Doull (University Kansas Medical Center). 
Curriculae vitae evidencing the qualifications of the Panel for evaluating the safety of food 
ingredients are provided in Attachment 1. 

The Panel was requested to evaluate the safety of lycopene derived from Blakeslea trispora, the 
5% and 20% lycopene oil suspensions, and 10% and 20% lycopene CWD products, under the 
conditions of intended use as a nutrient in foods. The Panel, independently and collectively, 
critically examined a comprehensive package of publicly available scientific information and 
data compiled from the literature and other published sources. In addition, the Panel evaluated 
other information deemed appropriate or necessary, including data and information provided by 
Vitatene. The data evaluated by the Panel comprised information pertaining to the method of 
manufacture and product specifications, analytical data, conditions of intended use in foods, 
consumption estimates for all intended uses, safety studies conducted with lycopene derived 
from Blakeslea trispora, safety studies conducted with Blakeslea trispora, and other relevant 
corroborative data obtained from the literature on the safety of lycopene and the fermentation 
biomass from which lycopene is extracted. 

Following independent critical evaluation of the available data and information, the Panel met on 
September 11 2003. After review and discussion of the data and information pertinent to safety, 
the Panel unanimously concluded that Vitatene's lycopene from Blakeslea trispora, 5% 
lycopene oil suspension and 20% lycopene oil suspension, meeting appropriate food grade 
specifications, and manufactured in accordance with current good manufacturing practices 
(GMP), are GRAS based on scientific procedures, under the conditions of intended use in 
foods. Subsequently, the Expert Panel evaluated the available data and information concerning 
safety of Vitatene's 10% and 20% lycopene CWD products. On April 29, 2005, the Panel 
unanimously concluded that Vitatene's 10% and 20% lycopene CWD products, also meeting 
appropriate food grade specifications and manufactured in accordance with food GMPs, are 

April 29, 2005 Page 1 of 21 

















































Page NA has been removed in accordance with copyright laws. Please see appended 
bibliography list of the references that have been removed from this request.
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From: Diane B. McCall [DBM@hpm.com] 
Sent: Wednesday, November 16,2005 12:45 PM 
To: edmundo.garcia@fda.hhs.gov 
Subject: Lycopene from B. trispora GRAS Notice 

Use level table 
om GRAS doss. 

Dear Edmundo, 

As requested, attached is a table showing the different use levels for soup mixes versus 
condensed soups and prepared soups. Vitatene's lycopene from B. trispora is intended for 
use in soup mixes at levels up to 575 ppm, and in condensed soups and prepared soups at 
levels up to 7 ppm. 

If you have any additional questions, please do not hesitate to ask. 

Sincerely, 
Diane McCall 
Counsel to Vitatene SA 

1 



Ta’ble from GRAS dossier: 

Table 4-l Summary of the l’ndividual Proposed Food Uses and Use-Levels for Lycopene in 
the U.S. 

Food Category Proposed Food-Use Use-Levels for 
Lycwene (rwm) 

/I Baked Goods and Baking Mixes Nutrient Bars 50 

Crackers 30 

11 Beverages and Beverage Bases 1 Meal Replacements I 25 II 
II Breakfast Cereals I Ready-to-Eat Cereals I 50 II 
II Cheeses I Processed Cheese Spread I 5 II 
II Condiments and Relishes I Sauces, Seasonings, Relishes, and Pickles I 50 II 
II Confections and Frostings I Decorations, Fillings, and Icings I 25 II 

Fats and Oils Table Fat Spreads 5 

Low Fat Salad Dressings 20 

Frozen Dairy Desserts and Mixes Frozen Dairy Desserts 25 

Gelatins, Puddings, and Fillings Gelatin Desserts, Puddings, and Custards 25 

Gravies and Sauces Tomato-Based, Gravies, and Specialty Sauces 50 

Hard Candy Hard Candy 25 

Milk Products Dairy-Based Fruit Drinks 50 

Milk-Based Meal Replacements 25 

Cultured Dairy Drinks 20 

Plant Protein Products Meat Substitutes 50 

Processed Fruits and Fruit Juices Energy, Sport, and Isotonic Drinks 25 

Fruit-Flavored Drinks 25 

Fruit Juice 25 

Nectars 25 

Snack Foods Salty Snacks 30 

Soft Candy Jelly Products 25 

I Soups and Soup Mixes Prepared and Condensed Soups 7 

Dw Souo Mixes 575 


	grn000173
	2005-11-16



