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 Status and Labelling Requirements for 

Bovine Derived Plasma 



REGULATORYSTATUSAND LABELLING REQUIREMENTSOF BOVINE DERIVED

PLASMA IN AUSTRALIA, EUROPEAN UNION, UNITEDSTATESOFAMERICA

ANDNORTHASIA

INTRODucrioN

This report addresses the Regulatory status and labelling requirements of bovine

derived plasma in Australia the European Union , United States of America and North Asia*. The use
of bovine plasma extends from unrefined dried products ( agricultural use) to the isolation of
individual components for pharmaceutical and analytical applications. An important and growing

use is in the area offo0d additives utilising such attributes as the ability to form stable foams etc.

Background

The use of Bovine Plasma as a prime source for pharmaceutical and medical
has been well established. The use of Bovine Plasma or derivatives for non-purposes

medical/pharmaceutical purposes is less well known but increasingly since the inid-eighties it has
found application as an additive in food formulation. For example prior to 1997 bovine blood was

used for fining French wines. Specifically derivatives, for example bovine globulin as a refined
component i. e. the removal of fibrin and albumin proteins, resulting in desirable properties such as

thickening and protein binding which can be used in food formulations such as stocks and broths.

This use of bovine plasma as a food additive therefore, is not new. This is readily

apparent from the manner in which plasma based products have been utilised in food formulations
as thickening agents etc. This has necessitated changes in regulations in the various instrumentalities
riotably the European Union and the United States (FDA) which have a global influence in such
matters. This means that cases for the inclusion of products developed from bovine plasma made
under these jurisdictions already have precedents on which to build individual applications. This
does not preclude a thorough examination of the steps necessary for products to be registered but it
does provide confidence in the process.

PACKAGING & LABELLING

The European Union and the United States Food and Drugs Administration have similar guidelines
and requirements which must be considered in the provision of product information are asfollows.

Common data requirements USAand European Union

Name - Must also inform the customer the nature of the product. It may also be necessary

to attach a description to the product name. However, there are certain generic names

which must be only used fortheir conventional uses, for example: Muesli, Coffee, prawns.

Ingredients- Ingredients have to be listed in order of weight with the heaviest first.
Generally this applies to all quantities of 2% or more by weight. In some cases e. g.
preservatives, a specific name is required, or in the case of the European Union a
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Registration Number(E-NUMBER) can be cited. Ifthere a number of sub-componentsthen
these too must be cited. If any of the components have allergenic associations then EU
requirements must be identified.

Nutritional information-If any nutritional claims are made then these are subject to strict
regulations

'Use By or 'Best Before' dates-'Use by'is a specific date for usage. 'Best Before'indicates
that the product is likely to degrade slowly with for example a loss of potency or activity
(e. g. gelling).

> Bestbefore + Day for foods with a shelflife of up to 3 months
> Bestbefore end + Month for foods with more than a 3 month shelflifis
> Best before end + Yearfor food with more than an 18 month shelflife

Storage Conditions-guidance with respect to storage conditions e. g. temperature are
important.

Business Name & Address-essential to cite the manufacturer and 10r packagerif
independentto the main business and the seller established withinthe EuropeanUnion.

Place of origin

lingtructio"s for use

European Union

Pre-packaged foodstuffs must comply with the rules on labelling, presentation and
advertising of foodstuffs. The rules are contained in the Directive 2000/1.31EC (following pages)
which detail the general principles which operate through the Economic Union with respect to
labelling, presentation etc. Each state however may well have additional national legislation which
may well add additional requirements to be observed. Local regulations can involve using legal
names which are prescribed by law suchjam or marmalade. The quantities of certain ingredients are
ruled by the so-called QUID rules (Quantitative Ingredient Declarations) wheieby the quantit es of
principal r mai in red' nt orfo d pr ducts in lie U ????. Ifthe ingredientsare irismallamounts
then it may not be necessary to identify the quantity. In terms of enforcement in the United
Kingdom local authorities are empowered to enforce both national and international requirements,

Other factors which come into play relate to claims e. g. " good for you" which require
approved evidence.

In terms of pack design the format and placing of information is a key requirement. Wording must
be clear and easy to read easily understood and uriambiguous. The design of the pack is critical and
the arrangement of information must ensure visibility and clarity.
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RUSSIA

Russia has o boloncedconsumerfriendly but relotiVelystrictlobe!ing requirements. Generally
speoking, onyindustriollyproducedproducts must o150 be industriollylobel!ed in Russion.

Russian CivilCode forticle495) moridotes thotthesellerondmonujocturerprovide consumer with
odequote informotion through lobeling ondjfthere is o needolso through occomponying
documentot^^n. There oreseverolseporote lows andregulot^^nscoveringmondotorylobelihg
requirements. Russian labeling lowis actually in compliance with existing EUditectives ond does not
deviotefrom estob"shedEuropeonproctice.

It states:

Must hove the following lobelih Russian language.

Nome of the product
Description
Stond@rds gridindustriolnorms with which the productis in coinplionce thence besides moridotory
Rosstondordtheproductlobe!muststote whether other norms oremet. such OSISO)
Harmonized schedule number

Customscode

6 46 O

^lieni, ,, 1:1 MDpo
Cpox rolli, tic

milo , minim .RicaTd
. Ile- fringe(. ink"F

".;"^;;.^^b^'^^,^;

The nature of moridotory lobeling' vones anddepends on the product.
You should consult d, !\rtes'formore information. We wingl@dly exploin whotporticulor!abelts
requiredfor your product. whether ornotitneeds onyodditionoloccomponying documentation (o5/5
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the cose offo0dodditives or dietorysupplements, ondofcourse obsolutelyollmedicolpreporotions),
andhow itshouldbestructured. Fordfee we windesign required labelforyourproduct orproduct
fine.

Russion CivilCode (@rticle495) moridotesthotthesellerondmonufocturerprovide consumer with
odequote information through labeling und of there is a needolso through accomponying
documentotion, There ore several seporote lows gridregulotions covering moridotorylobeffng
requirements. Russion lobeffn lowis octuoll in coin 11^rice with existin EUdi7ectives rind does not
deviate rom established Euro eon roctice,

IRUssiari spelling 2digital art

IMPORTATIONOFPRODUCrS

Importation into the EU, USA or any foreign jurisdiction normally requires recognition of those

countries legal requirements with respect to labelling. This can be achieved for example (Australia)
by an additional label affixed to the principal container holding the product,

A typical example within the European Union is the requirements by the United Kingdom -see

Appendix.

OTHERFACTORS

Aside from the retail pack it is important that the outer pack should be carefully considered not only
with identification of the contents, but particularly with reference to the immediate environmental

requirements e. g temperature of storage. Once these requirements have been established and the

market requirements identified then the development of the packaging ( primary, secondary and
tertiary can be formulated),

BOVINE PLASMA DERIVATIVES

In addressing the issues of regulatory status and labelling the first essential requirement is the

location of bovine derived plasma from a definition aspect. In other words under which categories

or existing definitions would the term bovine derived plasma be located?

Codex 08.1. ,. Fresh meat, poultry and game, whole pieces orc"ts

Untreated raw meat, poultry and game carcasses and cuts. Examples indude: beef, hog and pork

carcasses;fresh beefblood; fresh whole chickens and chicken parts; fresh beef cuts Ie. g, , steaks);
beef organs Ie. g. heart, kidneyj;freshtripe; and pork chops.

DENTIAL -BOVINE DERIVED PLASMA



Under EU REGULATIONS

REGULATION IEC) N0853/2004 OFTHE EUROPEAN PARLIAMENTAND OFTHE COUNCILof29 April
20U4 laying down specific hygiene rules for food of animal origin

cites

DEFINITIONS

Forthe purpose of this Regulation:

,.. MEAT

'Meat' means edible partsofthe animals referred to in points 1.2 to ,., 8, including blood
,..,. t 'Orfal' means fresh meat other than that of the carcase, including viscera and blood.

In the developmental stages it is important to maintain a watching briefon those legislative changes

which could impact on development.

REGULATORYSTATUS

As a consequence of the existence of current suppliers of bovine blood derivatives

as food adjuncts the issue of regulatory status and the assodated labelling requirements is clearer.

The firstissue is whatclaims are to be made forthe end product, namely

I. What is its prime functionality orintended use?

2. Does it have, or is any claim to be made for its nutrient value?

3. Composition data.

Functionality

What is the intended role of the product, is it a processing component i. e. aiding or
fadlitating foam stability for example? Is it an emulsifying agent?

Nutrient Value

Will it have any nutrient value? At what level will it be used in a food product and what
claims are likely to be made forthe product?

Compositional Data

Information on composition is an essential requirement for general information but also in labelling.

-BOVINE DERIVED PLASMA



One important factor with respect to new products relates to their safety and efficacy in particular
the incorporation of specific substances which have not previously been registered

GENERALLYRECOGNISEDASSAFE)

A major factor has been the opportunity to seek recognition by the Food and Drugs Administration
of some components caregorising them as GRAS (Generally Recognised As Safe)for use in food,

The FDA states:

"a GRAS substance is distinguished from a food additive on the basis of the common

knowledge about safety of the substance for its intended use, rather than on the basis of what the

substance is or the types of data and information that are necessary to establish its safety' (62 FR
18938 at 18940; April L7, 1997). "To establish [general] recognition, the proponent must show that
there is a consensus of expert opinion regarding the safety of the use of the substance" (62 FR at
18939).'

Similarly the European Unionhas addressed the same usage (Re ulation E N I ).
This approach to harmonisation between the two jurisdictions has been an ongoing and
progressive step. This is also reflected in the Codex Generalstondordfor Food

Additives (CAC/STAN 192-1995).

With respect to the following press release, this is a unique example of a bovine derivative

receiving GRAS status and copies of the documents identifying its progress to this status are

given in the Appendices.

ANKENY, IA IFebruary 27, 2009j- Pullant Health and Biologicals is pleased to announce self-
affirmed GRAS (Generally Recognized as Safe) statusforthe company's proprietary, trademarked
ingredient ImmunoLin (bovine globulin concentrate). jinmunoUn is the first immunoglobulin
concentrate ingredient available to the nutrition industry with GRAS status

The FDA issues a no-objection statement as confirmation of self-affirmed GRAS status when
qualified experts agree that a substance has been adequately shown to be safe under the conditions
of its intended use. "The market for food and nutrition products that support gut health and
immunity are expanding rapidly. The formal approval allows the use of ImmunoUn in products
requiring GRAS such as functional foods and beverages, meal replacement, and medical foods"
commented Eric Weaver, Chiefscientific Officer, Me I Vandenberg, VP, Regulatory QualityAssurance,
notes the significance of the self-affirmation "Achieving GRAS status for the use of ImmunoUn in
foods supports our commitment to meeting the highest standardsforingredientsafety.

NFIDFNTIAL VINE DERIVED PLASMA



The United States Food and Drug Administration have recently issued (April 2012)the following draft
guidance for discussion:

Draft Guidance for Industry: Assessing the Effects of Significant {Manufacturing Process

Changes, Including Emerging Technologies, on the Safety and Regulatory Status of Food

Ingredients and Food Contact Substances, Including Food Ingredient that are Color
Additives.

This is indicative of a more enlightened approach and willingness to look at new

developments in new food adjuncts as well as food processes and new technologies

e. g. nanotechnology.

A copy is included in the Appendices

Thus the pathway to the introduction of new materials and in particularthe sensitive area of
additives should be a little clearer.

CONFIDENTIAL -BOVINE DERIVED PLASMA



GR, \S Notice Inventory > Agency Response Letter GRAS Notice No. ORN 000255

^:.

U. S. Food & Drug Administration

Foodl, =,

I. b

Honie. Food Food In redlenr, & Packa

.

~~^,

Agency Response Letter GRAS Notice No. GRN 000255

CFSANIOffice of Food Additive Safety
December 24, 2008

John B. Dubeck
Keller & Heckmatt LLP
1001 G Street, N. w.
Suite 500 West

Washington, D. C. 20001

Dear Mr. Dubeck;

The Food and Drtig Admin, SIraaion (FDA) Is responding to the notice. dared April 18. 2008, that you submitted on behalf of Proliant Health
Ingredients, Inc. (Proliant), in accordance tv, Ih the agency's proposed regulat, on, oroposed 21 CFR 170.36 (62 FR 18938: April 17, 1997;
Substances Generally Recognized as Safe (GRAS); the GRAS proposal). FDA ,eceived the notice on April 22. 2008, filed it on June 9, 2008, and
designated it as GRAS Not, ce No. GRN 000255.

The subject of the notice is bovine globulin. The notice informs FDA of the view of Prolianr mar bovine 910bul, n Is GRAS, through sc, ent, fic
procedures, for use as an Ingredient in dairy foods, fruitluices. vegetab;e juices, snack 100ds, beverages, and meal replacement products at a
maximum use level riot exceeding 50 grains per kilogram (91kg) (5 percent) in the finished food. However. Proliant expects nlore typical use levels
to be 2 - 20 granTs per kilogram to/kg) (0.2 percent-2 percent) un the finished food.

2 I CFR 101.4 states that allingredients must be declared by their common or I'Sua! name. In addition, 2 I CFR 102.5 outlines general principles to
use when establishing common or us!Ial names for nonstandardized foods. Our use of "bovine globulin" un this letter should not be considered an
endorseinent or recommendation of chatterin as an appropriate common or usual name for the purpose of declaring the substance in the ingredient
statement of foods that contain that ingredient. Issues associated with labeling and the appropriate common or usual name of a food are the
responsibil, tv of the Omce of Nutrition, Labeling and Dietary Supplements in the Center for Food Safety and Appled Nutritioii
Proliant describes the identity, method of manufacture, and provides specifications. for bov, ne globulin. Bovine globulin is a cream colored powder.
soluble in water, with a neutral flavor and odor. The riotifier stares that the manufacture of bovine globulin involves two stages, namely, plasma
collection and globulin production. The plasma collectioiiis performed at the animal processing plant after a post-mortem Inspection by the United
States Department of Agriculture/Food Safety and Inspection Service. The plasma from centrifuged blood Is cooled to 45' F, and then transported
to Proliant's manufacturing facility where it is further processed to produce bovine 910bul, n. The normer describes bovine globulin as a pLirified
inTmunoglobulin protein isolate obtained by removal of fibrin and albumin pro:eins from bovine plasma by chemical and mechanical processes in
accordance wini current good manufacturing pracrices ICGMP). The finished product is a spray-dried concentrate. Specifications include protein
content (a 85 percentj of which a 45 percent 15 immunoglobulin G, fat (= 1.5 pe, centi, moisture (^ 8 percent), ash (^ 3 percent) and limits fo,
microbiological counts

Prolrant calculates an estimated dally Intake of bovine globulin to be 30 grains per person per day (91010) based on a typical use level of 2 percent
of all solid foods consumed by an average atIult ribale. Proiiant considers that this estimation exaggerates the expecred antou, It o1 bovine 910btilin
to be added co the diet. Proliant states that a more reasonable estimate is 2.5 to 25 91p/d. depending on tlte level of consumption and the var;aty of
Food types consumed. Proiianr mentions that bovine globulin has a self. limiting use level in food with Ieveis greater than 5 percent leading to
adverse. undes, Fable flavor profiles

Pollent summarizes published safety studies supporting the sale use of bov!ne globulin in foods. Specifically, the nouner reports the results of
studies conducted in ureanling pigs and calves on the safety and nutritional perforinance of spray. dried animal plasma containing 10.25 percent of
jinmunoglobuliiis. Proliant concludes that these studies show no adverse effects. Furiher, the norther includes studies regarding the oralingestion of
bo'.. ine p18siiia and Imi, lulloglabuliii in Infants and children demonstrating tliae oral consumption Is well tolerated in humans

Proliant discusses oilier safely concerns tradiuonally associated vath protein concentrates. These concerns Include; :) the possible Formation of
uniQLie amino acids Curing processing; 2) the potential concentration of toxic impu, foes when evaporations or extractions are involved in the
orocessing; and, 3) the potential for allergenic, ty. Tile norifier states that the 1.1aiiufactur, rig process for bovine globulin yields no unique amino
acids. Proliant stares that their process ensures that no potential impurities unll be concentrated in bovine globulin. Pro!iant tested representative
10:5 10 demonstrate that pesticide residues, heavy metal contaminants and antibiotic resLdues \. Jere belo\,, rlevels of concern. Proliant also slates that
flu bovine spongiform encephalopathy (BSE)-related contaminants will be oresent in tile product due to tile effectiveness of measures taken by
Us DA co prevent BSE. Proliant concludes that altergenicit. , is OF no concern because bovine globulin is highly digestible' and bovine plasma has a
history of safe use in human foods such as suri, 111, sausage, end processed meats. Proliant notes that, under The Food Allergen Labeling end
Consumer Protectioii Act of 2004. bovine globulin does 1101 hall under the Odini, tinn of a "major food allergen' as one of eiglit foods or food groups
(i. e. . milk. eggs, fish, C, LIS!acean shellfish. tree nuts. peanuts. v, heat, and soybeans) or a food ingredient that contains DIDtein derived from one of
those foods.

GeneralIV Rec0 11/2ed as Sale GRAS
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Re: GRAS Notice No. GRN 000255

Potential Labeling Issues
Under section 403(a) of the Federal Food. Drug, and Cosmetic ACL (FFDCA), a 1000 is misbranded ifits label, rig is false or misleading in any
particular. Section 403(r) of the FFDCA lays out the statutory framework for the use allabeling claims that character, ze the level of a nutrient in a
food or EITar cltaracterize the relationship of a nutrient to a disease or health. related colldition. 1/1 describing the intended use of bovine 9:0bulin and
1/1 descrtbing the ill:Grina:10n that Proliani relies o11 to conclude that bovine globulin is GRAS under Ihe conditions of its intended use. Proliant 735es
a potential Issue under these labeling PIOvis, ons 61the FFDCA. This isSLie consists of Proliant's Intended use of bovine globulin as a protein
simpler*tent. If products that contain bovine 910b{11iii bear any claiins on the label or in labeling, such cla, ms are the purv!ew of the Office of
Nutrition, Labeling and Dera?y Supplements (ONLDS) in the Center fo, Food Safety and Applied Nutrition ICFSAN). Tile Office of Food Additive
Safety (OFAS) neither consulted \. 11th ONLDS on this label!rig issue nor evaluated the information in your notice to determine whether it would
support any claims n!ade about bovine globulin o11 the label or in labeling.

Section 301(11) of the Federal Food, Drug, and Cosmetic Act(FFDCAj
The Food alld Drug Administration Amendments Act of 2007, which was stoneO into jaw on September 27, 2007, amends the FFDCA co, among
other things. add secti0, \ 301(11). Section 301jll) of the FFDCA prohibits the introduction or dellve, y for introduction into late, state commerce of any
Food that contains a drug approved under section 505 d the FFDCA, a biological product licensed under section 351 of the Public Health Service Act,
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or a drug Dr a biological product for which substantial clinical investigations have been instituted and their existence Inade public, unless one of the
exemptions in section 301(11)(I).(41 appl, es. In its review of Proliant's notice that bov, ne globulin is GRAS for use as an ingredient in various foods,
FDA did riot consider whether section 30 I(1/1 or any of its exemptions apply to foods containing bovine globulin. ACco, dingly, this response should
riot be construed to be a statement that foods That contain bovine globulin. 1/1ntroduced or delivered for introduction into interstate commerce,
would not violate section 30/01).

Conclusions

Based on the Information provided by Proliant, as well as other informerioii available to FDA, the agency has no questions at this t, me regarding
Proliant's conclusion that bovine globulin is GRAS under the intended conditions of use. The agency 11as riot, 110weve?, made its own determination
regarding tile GRAS status of the subject use or bovine globulin. As always, it is the continuing responsibility of Proliant to ensure that food
ingredients that the firm n, arkets are safe, and are sthenvise in compliance with all applicable legal and regulatory requirements.
in accordance v. .Ith proposed 2 I CFR 170,360), a copy of the rext of this letter responding to GRN 000255. as .. Iell as a copy of tile information in
mis notice that confo, ms to the informalto I" in the GRAS exemption claim (proposed 21 CFR 170.36(c)(:)). is available for public reviev. . and
copying v, a the FDA it Dine oage at into://wwL. ;. to a. gov. To vievJ or obtain an electronic copy of the text of the letter, follow the hyperlinks from the
"FDOC" topic to the "Food Ingredients and Packaging" section to the 'Generally Recognized as Safe IGRAS)" page where tile GRAS inventory is
listed.

Anency Response Letter GRAS Notice No. GRN 000255

'Based on FDA's default values for food consuniption, a person consumes 3000 g tor 3 kg) of food per day, of which 1500 g is from solid food
'Though bovine 910bul, n Is highly digestIble, ProlianL recognizes that under certain condiLions, there 15 a low level o1 Immunological activity in the
colon. However, animal studies showed that spray-dried animal plasma does not elic, t an allergic response.

FDA is aware of publications docunient, rig the use of bovine globulin and plasma as an ingredient in food

Unks on this page:

Accessioili;y
Contact FDA

Careeis

FDA Basics

go!A

NO Fear Act

Site :.!ap

Transparency

Website PolKi*=

Sincerely,

Laura F1. Taraitino, Pit. D.
D!rector

Office of Food Additive Safety
Center for Food Safety and Applied Nutrition
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U. S. Food & Drug Administration

GRA

Ea I,

FDA IQ>Ine' ^;RAS Notice Inventorv' GRAS Notice Inve, Itorv GRAS Detail

otice Inventory

Substance;

Intended Use:

Basis:

Date of filing

Date of closure (select to view letter);

GRAS Notice disclosable information :

GRN No. 255

Proliant Health Ingredients, Znc.
2425 OakTree Court, An keny, rowa 5002, .

Links on this page:

I. 11.1p://WWW. addthis. coin/bookmark. php?us08=true&vsi52&username=fdamain

2. http://\."/A. :. adderIIS. coin/bookmat;<. php

3. littp://WWW. fda. gov/default. htm

hitp;//\. A. ,wada. go\./Food/Food:rigredientsPackagiiig/Generally Recognized assafeGRA5/GRASLi5tings/default. him

5. IsCFipts/itn/fcnNavigation. cfm?rp*~grasLisling

6. hitp://vanvi. fda. gov/Food/FoodlngredientsPackag;rig/GenerallyRecognizedassafeGRAS/GRASL. stings/uci, 115499L. him

7. gras_notices/808167A. PDF

Page Last Updated: 05/31/2012

Note: If You need he > accessing 1110rrnaton in d I I'eiit Ie forma s, s Instructions for Downloading viewers and Players

. AccessibilLy

. ContactFDA

. Careers

. FDA Basics

, FOIA

. NG Fear Act

. Site Map

. Transparency

. Website Policies

Bovine ginbulin

I gre lent in dairy foods, Ir lit;uices, vegetable juices, snack rocr;s, beverages, and meal
replacement products at a maximum use level riot exceeding 50 grams per kilogram (5
percent) in the finished food

Sc en ' to proce

09-JUN-08

?4-0FC. nR6

, N 71;< 7

Re I
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U. S. Food and Drug Adntlnistration
10903 New Hampshire Avenue
Silver Spring, MD 20993
Ph. 1-888-INFO-FDA (1-888-463-6332)
Email FDA
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U. S. Food & Drug Administration

GRA

BE I

FDA IQ, Ing' ^RAS Frolice inventorv' GRAS Notice innerItorv GRAS Detail

otice Inventorv

Substance:

Intended Use

Basis:

Date offiling;

Date of closure (select to view letter):

Additional in, ormation:

GRAS Notice disclosable information ;

GRN No. 234

Proliant Health Ingredients Inc.
2425 OakTree Court, Ankeriy, Towa 5002, .

5

Links on this page:
I. http://am\v. addthis. coin/bookmark. php?us08=true&v=!528username=foamai, I

2. http://WWW. addthiscom/bookmark. php

3. hitp://WWW. toagov/default. htm

4, hLtp://WWW. toagov/Food/PoochngredientsPackaging/GenerallyRecognizedassafeGRAS/GRASListings/default. htm

5. Is copts/ICn/itnNavigation. crm?rpt=grasListing&displayAll=true#234

6. hitp://WWW. toa. gov/Food/FoodlngredientsPackaging/GenerallyRecoqnlzedasSafeGRAS/GRASUstings/ucmlS3909. ham

7. gras, notices/710670A. PDF

Page Last Updated: 05/31/2012

Note: If you need help accessing information in different file formats. see Instructions for Downloading Viewers and Players

. Accessibility

. Contact FDA

. Careers

. FDA Basics

. FOIA

. NO FearAct

. Site Map

. Transparency

. Website Policies

etiirn to

Bovine globulin

Ingredient in dairy foods, juices, snack foods, beverages and meal replacements at
maximum levels of S per cent of the finished product

Scientific procedures

17-SEP-07

14-FFR-DR6

Resubmitted as GRN No. 255

Page I of2
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U. S. Food and Drug Administration
10903 NevJ Hampshire Avenue
Silver Spring, MD 20993
Ph, 1-888-INFO-FDA (1-888-463-6332)
Einei: FDA
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. orPress

. QinbinatlonProducts



OR, !\. S Notice Inventory

U. S. Food & Drug Administration

GRAS^,lotice Inventorv

FDA ,Qinie' I;RAS Notice 1/1ven;orv' GRAS Notice Inventorv GRAS Detail

.
I

Substance

Intended Use:

Basis:

Date of filing:

Date of closure IselecL to view letter):

Additional information:

GRN No. ,69

Proliant, rnc.
Southeast Oak Tree Court, An keriy, LA 5002, .

Reinrn to IIS:inn

Bovine globulin

Ingredient in dairy products, lunges/beverages. nutritional bars, snack foods and sports
nutrition protein supplements

Scientific procedures

GRAS Notice disclosable information);

Links on this page

I. tittp://WWW. addthis. coin/bookmark. php?us08=true&v=152&username=foamain
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Labelling, presentation and advertising of foodstuffs

Pre"packaged foodstuffs must comply with the rules on labelling, presentation and advertising
of foodstuffs. These rules are harmonised at European Union (EU) level to enable European
consumers to make informed choices and to remove obstacles to the free circulation of
foodstuffs and unequal conditions of competition.

Directive 20 011.3 EC of the European Parliament and of the Council of 20 March 2000
on the approximation of the laws of the Member States relating to the labelling,

resentation and adverLisin offcodstuffs See amendiito act{s\ .

""' M 1'.'^Y

The Directive applies to pre-packaged foodstuffs to be delivered to the final consumer or to
restaurants, hospitals, canteens and other similar mass caterers. It does not apply to products
intended for export outside the European Union (EU).

The labelling, presentation and advertising of foodstuffs must not:

o mislead the consumer as to the foodstuff's characteristics or effects;
. attribute to a foodstuff (except for natural mineral waters and foodstuffs intended for special

diets, which are covered by specific Community provisions) properties for the prevention,
treatment or cure of a human illness.

Page I of4

COMPULSORY LABELLING PART^CULARS

The labelling of foodstuffs must include compulsory information. The particulars indicated on
products must be easy to understand, visible, legible and indellble. Some of them must appear in
the same field of vision.

The compulsory particulars include:

. Name under which the productis sold;

. List of ingredients, which are listed in descending order of weight and designated by their
specific name, subject to the derogations provided in Annexes I, 11, 111 and 1/1 a), Ingredients
which belong to more than one category are indicated according to their principal function.
Under certain conditions, the listing of ingredients is not required for:

fresh fruit and vegetables,
carbonated water,
fermentation vinegars,
cheese, butter, fermented milk and cream,
products comprising a single ingredient, where the trade name is identical with the
ingredient name, or the trade name enables the nature of the ingredient to be clearly
identified .

Certain additives and enzymes are not considered as ingredients; this relates to those which
are used as processing aids or those contained in an ingredient, which serve no technological
function in the finished product;

. Quantity of ingredients or categories of ingredients expressed as a percentage
This requirement applies when an ingredient or a category of ingredients:
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appears in the name under which the foodstuff is sold or is usually assodated with that
name by the consumer,
is emphasised on the labelling in words, pictures or graphics, or
is essent'al to characterise an Indicated foodstuff (but certain exceptions may be
provided);

Net quantity expressed in units of volume in the case of liquids and units of mass In the case
of other products, However, there are specific provisions for foodstuffs sold by number and
solid foodstuffs presented in a liquid medium;
Date of minimum durability This date consists of the day, month and Year, except in the
case of foodstuffs that will not keep for more than three months (the day and month are
sufficient), foodstuffs which will not keep for more than 18 months (the month and Year are
sufficient), and foodstuffs which will keep for more than 18 months (year is sufficient).
The date shall be preceded by the words: *Best before ...' when the date includes an indication
of the day or *Best before end ...'in other cases.
The date of durability is not required for the following products:

, untreated fresh fruits and vegetables,
, wines and beverages containing 10 % or more by volume of alcohol,
. non-alcoholic soft drinks,
. fruit juices and alcoholic beverages in individual containers of more than five litres,

intended for supply to mass caterers,
bakers' or pastry cooks' wares which are normally consumed within 24 hours of their
manufacture,
vinegar,
cooking salt,
solid sugar,
confectionery products consisting almost solely offIavoured and/or coloured sugars,
chewing gums and similar chewing products,
individual portions of ice-cream.

In the case of foodstuffs which are highly perishable, the date of minimum durability shall be
replaced by the 'use by' date;

. any special storage conditions or conditions of use;

. the name or business name and address of the manufacturer or packager, or of a
seller established within the Community, However, Member States shall be authorised, in
respect of butter produced in their territory, to require only an indication of the manufacturer,
packager or seller;

. the place of origin or provenance where failure to give such particulars might mislead the
consumer'

. instructions for use should be included to enable appropriate use of the foodstuff;

. indication of the acquired alcoholic strength of beverages containing more than 1.2 % by
volume of alcohol.
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DEROGATZONSAND SPECIAL PROVISIONS

The European provisions applicable to specific foodstuffs may authorise making particulars
such as the list of ingredients and date of minimum durability optional, These provisions may
provide for other compulsory particulars, provided this does riot result in the purchaser being
inadequately informed.

Special provisions apply to:

. reusable glass bottles and small packaging items or containers;

. pre-packaged foodstuffs. Where pre-packaged foodstuffs are marketed at a stage prior to
sale to the final consumer or are supplied to mass caterers for processing, the particulars
need appear only on the commercial documents, provided that the name under which the
product is sold, the date of minimum durability and the details of the manufacturer or
packager appear on the outer packaging of the foodstuff;

. foodstuffs offered for sale without pre-packaging and foodstuffs packaged on the
sales premises at the consumer's request,

SAFEGUARD CLAUSE
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The marketing of foodstuffs which comply with the Directive may be prohibited only in the case of
nori-harmonised national provisions that are justified on particular grounds, such as the protection
of public health, prevention of fraud or the protection of industrial or commercial property.

COMMITTEEAND BACKGROUND

The implementation of the Directive is the responsibility of the European Commission, assisted by
the Standing Committee on Foodstuffs (authorisation of national rules relating to certain
foodstuffs and making provision for the listing of ingredients in addition to the name under which
the product is sold, derogations in respect of compulsory particulars, description of an additive as
an ingredient, changes to the annexes, adoption of transitional measures, etc. ).

on the labelling, presentation andDirective 2000/13/EC replaces Council Directive
advertising of foodstuffs,

Directive

Directive

Directive 2,122, /I;Z. 'Eel

Acts of Accession of

the Czech Republic,
Estonia, Cyprus,
Latvia, Lithuania,
Hungary, Malta,
Poland, Slovenia and
Slovakia to the EU.

Directive 2003/89/EC
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25.11,2003

30,62003

The successive amendments and corrections to Directive 2000/1.31EC have been

incorporated in the original text. This consulic:ated version ^;lis of documentary value
only.

1.1.2007
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Proposal for a Regulation of the European Parliament and of the Council of
30 January 2008 on the provision offcod information to consumers ICQ, ^.{.^I^Q -
Not published in the Official JournalI.
This Proposal for a Regular amalgamates Directives 2000/13/EC and 901496/EEC on nutritional
labelling, in order to improve levels of information and protection for European consumers'
The Proposal introduces new requirements in labelling. Mandatory information should include in
particular the identity of goods, their composition and nutritional characteristics, their origin and
conditions for safe use (durability, incidence and likelihood of danger to health). This information
must be supplied in an honest way and should be easy for the consumer to read and understand.
The minimum print size should be 3mm.
Nutritional labelling should include compulsory information such as:

energy value;
the quantity of some nutrients in the ingredients, lipids, saturated fatty acids, carbohydrates,
as well as specific information on sugar and salt.

Moreover, consumers should be able to access adequate information, in particular when
purchasing foodstuffs by Internet or other means of distance selling. The same goes for the
presence of allergenic substances in foodstuffs, including for foodstuffs sold without packaging
and meals served in restaurants,

The Member States may also adopt additional mandatory information requirements for specific
categories of foodstuffs, in order to protect public health and safety and industrial and commercial
property, The information envisaged must be notified as a proposal to the Commission, who may
give a negative opinion.
Codecision procedure (2.99^:. 19928L<;Q!;!)

USE OFLANGUAGES TN LABELLTNG

On 1.0 November 1,993 the Commission adopted an interpretative communication
concerning the use of languages in the marketing offcodstuffs in the light of the Court
of Justice's judgment in the Feeters case '99/1^.{_;I. ^;. j. :^, 3.2 final - Official Journal C 345 of
23. ,. 2. ,. 9931.
In this communication the Commission points out that the labelling of foodstuffs for sale to the
final consumer must be in an easily understood language, which generally means the official

Page4 of4

language(s) of the country of marketing. However, foreign terms or expressions easily understood
by the purchaser must be allowed.

Last updated: 16.11.201.0
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Food additives

This Regulation replaces previous directives and decisions concerning food additives permitted
for use in foods. Its aim is to harmonise the use of food additives in foods, or in other additives
or food enzymes, at Community level. The new Regulation simplifies the approval procedure for
food additives and is an opportunity for the Commission to update and supplement the
European food additives list.

Regulation (EC) NO A. ^;$.^/.;2.9_Q_a of the European Parliament and of the Council of
,. 6 December 2008 on food additives.

The Regulation brings together in a single legislative act all types of food additives , including
colours and sweeteners. Food enzymes are covered by

The Regulation lays down rules on food additives used in foods with a view to ensuring the
effective functioning of the internal market whilst ensuring a high level of protection of human
health and a high level of consumer protection, including the protection of consumer interests and
fair practices in the food trade.

A food additive may only be approved if it does riot pose a safety concern to the health of
consumers, if there Is a reasonable technological need that cannot be achieved by other
economicalIy and technologically practicable means and if its use does not mislead the consumer.

This Regulation shall riot apply to the following substances unless they are also used as food
additives: processing aids, substances used for the protection of plants and plant products,
nutrients added to food, substances used for the treatment of water, flavourings and enzymes.

Community lists offo0d additives

Annex I defines the different functional classes of food additives: sweeteners, colours,
preservatives, antioxidants, carriers, acids, acidity regulators, anti-caking agents, anti-foaming
agents, bulking agents, etc,

Additives are included in a list of additives which are authorised at Community level giving details
of their conditions of use (Annex 11),

Moreover, this Regulation creates a list of food additives for use in other additives and in food
enzymes, as well as their conditions of use (Annex 111).

Before incorporating all food additives in the lists in Annexes 11 and 111 of this Regulation, the
Commission must examine all existing authorisations with regard to criteria such as quantities
absorbed, technological need and the potential to mislead the consumer, Whilst these lists are
beingdrawnup, theAnnexesof Directives , and willberegularly
updated and remain in force.

Ifthe production methods or raw materials used in a food additive already included in a
Community list are altered considerably, the additive produced in this way shall be considered as
a different additive. Before being placed on the market, this new additive shall be submitted to
the European Food Safety Authority (EFSA) for an assessment of health risks,

This page is available in I. languages
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Labelling

Labelling of food additives must comply with the general labelling conditions defined in
209.9LL. ;^/EC. It must include, in particular, the information necessary for their identification
(name, batch, manufacturer, etc. ).

Common authorisation procedure and risk assessment

11. Risk assessment and the authorisation of food additives are integrated into a common
authorisation procedure for food additives, enzymes and flavourings, established by

Reassessment

The Commission will re-examine all additives that have already been authorised with the
assistance of the Standing Committee on the Food Chain and Animal Health.

At the same time, all food additives which were permitted before 20 January 2009 shall be subject
to a new assessment carried out by the EFSA, After consulting the Authority, the Commission will
prepare an assessment programme by 20 January 201.0 with a view to defining the needs and
order of priorities for risk assessment.

Transitional period

This Regulation shall apply from 20 January 201.0.

Nevertheless, the reassessments of the Community food additives list (Annex 11) and the list of
food additives for use in food additives and enzymes (Annex 111) should be completed by
I January 2011.

Context

This Regulation is part of extensive reforms launched by the European Commission on
18 July 2006 to modernise existing legislation concerning food additives, flavourings and
enzymes. These reforms have led to the development of new legislation based on:

establishing a common authorisation procedure for food
additives, enzymes and flavourings;

on food enzymes;
. Regulation (EC) N0 1333/2008 on food additives (this Regulation);

on food flavourings.

Page 2 of3
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1<ey tel'ms of tile Act

Food additive: any substance not normally consumed as a food in itself and riot normally
used as a characteristic ingredient of food, whether or not it has nutritive value, the
intentional addition of which to food for a technological purpose in the manufacture,
processing, preparation, treatment, packaging, transport or storage of such food results, or
may be reasonably expected to result, in it or its by-products becoming directly or indirectly
a component of such foods.

Regulation (EC) No 20.1.2009
03 L 354 of
31. 12,2008
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The purpose of this document is to give guidance to petitioners and other interested
parties wishing to introduce new additives into the EU market, or seeking to revise
existing provisions regulating individual additives already authorised within the EU, or
seeking confinnation that an already approved additive made fi'o1n a new source or by a
new method of production is acceptable. It gives guidance on the administrative and
technical data required, on the range of toxicological tests generally required for new
food additives, and on the format for formal submissions on additives (hereafter referred
to as "dossiers") to the European Commission. The information submitted is needed
either forthe European Commission and/or forthe Scientific Coriumittee on Food.

In the European Union (EU), substances proposed as food additives may only be
authorised for use ifa reasonable case of technological need can be demonstrated, ifthey
present no hazard to the health of consumers at the level of use proposed, and provided
they do not mislead the consumer. I The European Commission is required to consultthe
Scientific Committee on Food (SCF) prior to submission of any proposals for legislation
on food additives where these may have an effect on health. Although evaluation of the
safety of proposed and permitted food additives is carried out by the SCF, the Coriumittee
generally plays no role in assessing aspects such as technological need, benefit to the

or whether the use of an additive would mislead consumers, The mandate ofconsumer,

the SCF is to advise the Commission on "scientific and technical questions concerning
consumer health and food safety associated with the consumption offo0d products and in
particular questions relating to toxicology and hygiene in the entire food production
chain, nutrition, and applications of agrifood technologies, as well as those relating to
materials coming into contact with foodstuffs, such as packaging". 2

Petitioners wishing to make a food additive submission to the European Commission are
advised to consult both this main Guidance Document and the accompanying fumex.

Petitioners should note that competent authorities in Member States may request copies
of any dossier submitted to the Collmiission and should ensure that this can be supplied
without delay upon request.

Member States should also be mindful of the guidance in this document when making a
submission to the EU on any additive admitted provisionally for marketing and use
within national territories under Directive 89 1071EEC (Article 5). Member States should
ensure they submit a full dossier together with a written evaluation carried out in their
country on the safety in use of the additive.

INTRODUCTORYREllylARK

Council Directive 89/107/EEC of 21 December 1988 on the approximation of the laws of the Member
States concerning food additives authorised for use in foodstuffs intended for human consumption.
Official Journal of the European Communities L 40, 1102/989 p. 27 - 33, (ATiicle 1.2 includes
definition of a food additive)

2 Commission Decision 971579/EC of 23 July 1997 setting up Scientific Committees in the field of
consumer health and food safety. Official lownal of the European Communities L 237, 28.08.1997,
P. 18
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APPENDIXll:GENE

Note: The infomiation below is quoted ve, .bQtii" from Annex 11 of Council Directive
89/107 EEC of 21 December 1988 on the approximation of the laws of the Member
States concerning food additives authorised for use in foodstuffs intended for human
consumption. Official Journal of the European Communities, L 40, 11.2,89, p. 27

CRITERIAFORTllEl. ISE OFFOODADDITIVES

I. Food additives can be approved only provided that

there can be demonstrated a reasonable technological need and the purpose cannot
be achieved by other means which are economicalIy and technologically
practicable,

they present no hazard to health of the consumer at the level of use proposed, so
far as can be judged on the scientific evidence available,

they do not mislead the consumer

2. The use offo0d additives may be considered only where there is evidence that the
proposed use of the additive would have demonstrable advantages of benefit to the
consumer, in other words it is necessary to establish the case for whatis commonly
referred to as 'need'. The use offo0d additives should serve one or more of the

purposes set outftom points (a)to (d) and only where these purposes cannot be
achieved by other means which are economicalIy and technologically practicable and
do not present a hazard to the health of the consumer:

a) to preserve the nutritional quality of the food; an intentional reduction in the
nutritional quality of a food would be justified onlywhere the food does not
constitute a significantitem in a nomial diet or where the additive is necessary for
the production offo0ds for groups of consumers having special dietary needs;

b) to provide necessary ingredients or constituents for foods manufactured for
groups of consumers having special dietary needs;

c) to enhance the keeping quality or stability of a food or to improve its organoleptic
properties, provided that this does not so change the nature, substance or quality
of the food as to deceive the consumer;

d) to provide aids in manufacture, processing, preparation, treatment, packing,
transport or storage offbod, provided that the additive is not used to disguise the
effects of the use offaulty raw materials of undesirable (including ruinygienic)
practices orteclmiques, during the course of any of these activities.

3. To assess the possible harmful effects of a food additive or derivatives thereof, it
must be subjected to appropriate toxicological testing and evaluation. The evaluation
should also take into account, for example, any cumulative, synergistic or potentiating
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