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BELL, BOYD & LLOYD LLC 

JOHN F. LEMKER 
312.807.4413 
jlemker@bellboyd.com 

THREE FIRST NATIONAL  PLAZA 
70 WEST MADISON STREET, SUITE 3300 

312.372.1121 FAX 312.372.2098 
CHICAGO,  ILLINOIS  60602-4207 

OFFICES IN CHICAGO 
AND  WASHINGTON, D.C. 

September 2 1,2000 

Office of Premarket Approval (HFS-200) 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
200 C Street SW 
Washington, D.C. 20204 

Re: Conversion of GRAS Affirmation Petition on Gum Arabic, 302087 0 m 
to GRAS Notification 

Ladies and Gentlemen: 

On behalf of our client, Kerry Ingredients, and pursuant to proposed 5 170.36 of the 
agency’s regulations, we respectfully request that the GRAS Affirmation Petition for gum 
arabic be converted to GRAS Notification. 

0 In response to the specific requirements o f  proposed 4 170.36 (8) (2), we respectfully 
submit the following: 

(g)(2)(i) The  name  and  address of the  notifier 

Kerry Ingredients 
352 East Grand Avenue 
Selcit, \viscEY.in 535 1 1 

(g)(2)(ii) The  applicable  GRAS  affirmation  petition  number 

362087 

(g)(2)(iii) The common or usual  name of the  substance  that  was  the  subject of the 
converted GRAS affirmation  petition (i.e., the  notified  substance) 

Gum Arabic 

(g)(2)(iv) The  applicable  conditions of use of the notified substance  that  are 
supported  by  data  and  information in the  referenced  GRAS  petition,  including  the  foods 
in  which  the  substance is to  be  used, levels of use in  such foods, and  the  purposes  for 
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which  the  substance  is  used,  including,  when  appropriate,  a  description of the  population 
expected to consume  the  substance 

(a) Information and reports on past uses in food 

Gum arabic is affirmed as G U S  for use in many types of foods. 21 CFR 9 
184.1330.  It  was previously listed as GRAS in 21 CFR $ 0  121.101(d)(7) published in  1961. 

(b) Intended use levels of g u m  arabic in food 

Gum arabic is intended for use as a thickener, emulsiiier or stabilizer in the 
manufacture of creamers for use in manufacturing alcoholic beverages at levels not to exceed 
current good manufacturing practice. The level of use of gum arabic is to  be limited to no more 
than 20% by weight of the alcoholic beverage. The population expected to consume gum 
arabic are those who drink alcoholic beverages. 

(g)(2)(v) The basis  for  the GRAS determination (i.e., through  scientific  procedures 
or  through experience  based  on  common  use  in  food) 

The basis for GRAS determination is experience based on common use in food. 

(g)(2)(vi) (A) A statement  that  the  complete  record  that  supports  the GRAS 
determination  has been submitted  to  the  agency in the  applicable GRAS petition; or 

(B) A statement  that  the  data  and  information  that  are  the  basis  for  the notifier’s 
GRAS determination  are  available  for FDA review and  copying  at  reasonable  times  at a 
specific address  set  out in the  claim or will  be sent  to FDA upon  request. 

The complete record that supports the GRAS determination has been submitted to the 
agency in  the GRAS Affirmation Petition. 

Respectfully suhmitted: 

BELL, BOYD & LLOYD LLC 

JFL:cg 
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IOHN F. LEMKER 
312.807.4413 
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September 6,2001 

VIA OVERNIGHT DELIVERY 

Robert I. Merker, PbD. 
Food  and  Drug Administration 
Office o f  Premarket Approval (HFS-206) 
Center for Food Safety and 

Applied  Nutrition 
11 10  Vermont  Ave.,  N.W. 
Washington,  DC 20201 

RE: GRN 058lGRP 360287 

Dear  Dr.  Merker: 

THREE  F IRST  NATIONAL  PLAZA 
70 W E S T  MADISON STREm, SUITE 3300 

312.372.1121 FAX 312.372.2098 
CHICAGO, ILLINOIS 60602-4207 
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AND WASHINGTON, D.C. 
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In  response to your communications  of  April 23,2001 and August 20,2001 regarding 
the  most effective manner in which to process  the  above referenced petitions, Kerry,  Inc. 
hereby  requests that its GRAS Notification be converted to a Food Additive Petition. In 
conjunction  with this request, Kerry  claims a categorical exclusion from an environmental 
assessment  under 21 C.F.R. 0 25.32.(r). 

Kerry,  Inc., complies with  the  categorical  exclusion in that the substance gum arabic 
occurs  naturally in the environment and  the  approval o f  the petition will not alter  significantly 
-the.concenqation or distribution of the  substance,  its  metabolic or degradation products  in the 

, environment. 

To Kerry,  Inc.’s  knowledge  no  extraordinary circumstances exist which  would  require 
an Environmental Assessment. 

371095/C/1 BWCNOI- 
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Please contact me if you require any additional  information. Thank you for your 
assistance. 

Sincerelv. 

JFL:cg 

371095/C/1 BWCNOl- 



DEPARTMENT OF HEALTH AND  HUMAN  SERVICES 

- - ~  SEP 2 7 2001 - 
Mr. John Lemker 
Bell, Boyd, and Lloyd  LLC 
Three First National Plaza 
70  West Madison Street, Suite 3300 
Chicago, IL 60602-4207 

Re:  GRAS Notice No.  GRN 000058 

Dear Mr. Lemker: 

The Food and Drug Administration (FDA) is responding to letters, dated September 21,2000 
and September 6,2001, that you submitted on behalf of Kerry Ingredients (Kerry). Your 
September 2 1,2000 letter requests that FDA convert the filed GRAS affirmation petition GRP 
300287 to a GRAS notice in accordance with the agency's proposed regulation, proposed 21 
CFR 170.36 (62 FR  18938;  April 17,1997; Substances Generally Recognized as Safe (GRAS); 
the GRAS proposal). FDA received this conversion request on September 25,2000 and 
designated it as GRAS Notice No. GRN 000058. In a series of telephone conversations, 
representatives of the Office of  Food Additive Safety  (OFAS) discussed your conversion request 
with you. In your letter dated September 6,2001, you requested that FDA convert GRP 3G0287 
to a food additive petition rather than continue to evaluate it as a GRAS notice. Given  your 
request, FDA ceased to evaluate GRN 000058 on September 10,2001, the date that we received 
your letter dated September 6,200 1. 

GRP 360287 was submitted to FDA  by Beatrice Foods, the business predecessor of Kerry 
Ingredients. The subject of GRP 360287  is gum arabic (acacia), which is the dned gummy 
exudate obtained from stems and branches of trees belonging to the various species of the genus 
Acacia. Different investigators have attributed 500  to  900 such species to this genus. The gum 
consists of the calcium, magnesium and potassium salts of arabic acid, an acid polysaccharide. 
The polysaccharide is a polymer that ranges from 250,000  to 1,000,000 in molecular weight. Its 
composition i s  approximately 30 percent L-arabinose, 37 percent D-galactose, 11 percent L- 
rhamnose,  and 14 percent D-glucuronic acid. 
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In GRP  3G0287, Kerry requests that FDA affirm that gum arabic is GRAS, through scientific 
procedures, for use as a thickener, emulsifier or stabilizer in the manufacture of creamers for use 
in manufacturing alcoholic beverages at  a maximum level of use of 20 percent. Kerry relies on 
data  and information discussed in  a  1973 report of the Select Committee on  GRAS substances 
(the Select  Committee)’  to support its view that the intended use  of  gum arabic in alcoholic 
beverages is GRAS (Ref. 1). In that 1973 report, the overall conclusion of the Select Committee 
was “[tlhere is no evidence in the available information on gum arabic that demonstrates a 
hazard  to  the public when it is used at levels that are now current and  in the manner now 
practiced. However, it is not possible to determine, without additional data, whether  a 
significant increase in consumption would constitute a dietary hazard.” 

FDA  has previously affirmed that gum arabic is GRAS for some uses at specified maximum 
levels of  use (proposed rule, 39 FR  34204, September 23,  1974; final rule, 41  FR 53608, 
December  7,  1976; 21 CFR  184.1  330). In large part, FDA based its affirmation of GRAS status 
on the 1973 report of the Select Committee in combination with the  uses  of gum arabic that 
manufacturers reported to  the National Academy of SciencesAVational Research Council in a 
comprehensive survey of the uses of various food ingredients. 

In  a rulemaking concurrent to the rulemaking that affirmed the GRAS status of some uses of 
gum  arabic,  FDA established 21  CFR 184.1(b)(2) (proposed rule, September 23, 1974, 39  FR 
34194;  final rule, December 7,  1976,41 FR  53600). Under 21 CFR  184.1(b)(2), “[ilf the 
ingredient is affirmed as GRAS with specific limitation(s), it shall be used  in  food only within 
such limitation(s), including the category of food(s), the functional use(s) of the ingredient, and 
the level(s) of use.  Any use of such an ingredient not in full compliance with each such 
established limitation shall require a food additive regulation.” Subsequent  to that rulemalung, 
FDA affirmed the GRAS status of  a  use  of  a  food ingredient in accordance with 21 CFR 
184.10>)(2)  when the Select Committee concluded “it is not possible to determine without 
additional data, whether a significant increase in consumption would constitute a dietary 
hazard.” (See,  e.g., 21 CFR 184.1097,21 CFR 184.1115,21 CFR  184.1115,  and  21  CFR 
184.1366). The Select Committee reached this conclusion in the case of  gum arabic, and the 
rulemaking that affirmed the GRAS status of some uses of gum arabic makes clear that FDA 
viewed the regulation governing gum arabic within the same rubric as that of 2  1  CFR 
184.1(b)(2) (see 39 FR 34194). 

During the rulemaking that established 21  CFR 184.1(b)(2), FDA addressed a comment that 
contended that a subsequently instituted use that may in fact be GRAS would have to covered by 
a  food additive regulation. In response to this comment, FDA advised that 2 1  CFR 184.l(b)(2) 
does not require that a subsequent use be covered  by  a  food additive regulation even though it 
may be GRAS. FDA specifically pointed out that a regulation affirming a  substance as GRAS 
with specific limitations on the conditions o f  use may be amended  to cover additional uses that 
have become  GRAS. Importantly, either mechanism requires rulemaking - i.e., rulemaking that 
results in a  food additive regulation or rulemaking that amends the current GRAS affirmation 
regulation. 

‘During the 1970’s,  FDA initiated a  comprehensive review of GRAS substances, including gum 
arabic. As part of the comprehensive review,  FDA commissioned, through the Life Sciences Research 
Office of the Federation of American Societies for Experimental Biology, the “Select Committee on 
GRAS Substances.” The charge to the Select Committee was to summarize the available scientific 

0 literature on certain substances and to provide a recommendation as to what restrictions, if any, on the 
use  of each substance would be needed to ensure its safe use in food. 

008012 
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The rulemaking that affirmed the GRAS status of  some  uses of gum arabic, together  with  the 
rulemaking that established 21 CFR 184.1(b)(2), makes clear that the appropriate mechanism  for 
Kerry to lawfully  use  gum arabic outside the limitations established in the existing regulation for 
gum arabic is to submit a petition to FDA. Kerry could petition FDA either to  conduct 
rulemaking that results in a  food additive regulation or to conduct rulemaking that amends the 
current GRAS affirmation regulation. Kerry did so when it submitted GRP 360287. 

As discussed in the  GRAS proposal, FDA is directing its resources to the food additive petition 
process, which is required by law, rather than to the GRAS affirmation petition process, which is 
voluntary. Given this fact, and given the regulatory framework that is associated with  gum 
arabic, Kerry's letter dated September 6,2001, requests that FDA convert GRP 360287 to a food 
additive petition. Because  the agency already has devoted resources to the review of the  data 
and information in GRP 3G0287, FDA expects to be  able to process such a  food additive petition 
promptly. 

In accordance with proposed 21 CFR  170.36(f),  a copy of the text of this letter, as well as a  copy 
of  the  information  in Kerry's notice that conforms to the information in proposed 2  1  CFR 
170.36(~)(1),  is available for public review and copying on the homepage of the Office  of  Food 
Additive  Safety  (on the Internet at http://www.cfsan.fda.gov/-lrdfoodadd.htm1). 

Sincerely, 

Alan M. Rulis, Ph.D. 
Director 
Office of Premarket Approval 
Center for Food Safety 

and  Applied Nutrition 

References 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health  Service 

ti 
Food and Drug Administration 
Washington, DC 20204 

Mr. John Lemker 
Bell,  Boyd,  and  Lloyd  LLC 
Three  First  National  Plaza 
70 West  Madison  Street, Suite 3300 
Chicago, IL 60602-4207 

Re: GRAS Notice  No. GRN 000058 

Dear M r .  Lemker: 

The  Food  and  Drug  Administration  (FDA) is responding to letters,  dated  September 2 1,2000 
and  September 6,2001, that  you  submitted  on  behalf of Kerry  Ingredients  (Kerry).  Your 
September 2 1,2000 letter requests that FDA  convert the filed  GRAS  affirmation  petition  GRP 
300287 to  a  GRAS  notice  in  accordance  with the agency‘s  proposed  regulation,  proposed 21 
CFR 170.36 (62 FR 18938; April 17,  1997; Substances  Generally  Recognized as Safe  (GRAS); 
the  GRAS  proposal).  FDA  received this conversion  request  on  September 25,2000 and 

representatives  of  the  Office  of  Food  Additive  Safety  (OFAS)  discussed  your  conversion request 
with  you.  In  your  letter  dated  September 6,2001, you  requested  that  FDA  convert  GRP 3GO287 

. designated  it  as  GRAS  Notice  No.  GRN 000058. In a series of  telephone  conversations, 

- -- --to-a-food  additive  petition  rather  than-continue to evaluate it as a  GRAS  notice.  Given your 
. ”. .__- request7-FDA-ceased-to-evaluate-GW-000058 on  September 10,200 1-, the  date  that  we received 

your  letter  dated  September 6,200 1. 

GRP  3G0287 was  submitted to FDA  by  Beatrice  Foods,  the  business  predecessor  of K e r r y  
Ingredients.  The  subject  of GRP 360287 is gum arabic  (acacia),  which is the  dried  gummy 
exudate  obtained  from  stems  and  branches  of trees belonging to the  various  species  of the genus 
Acacia. Different  investigators  have  attributed 500 to 900 such  species to this genus.  The gum 
consists  of  the  calcium,  magnesium  and  potassium  salts of arabic  acid,  an  acid  polysaccharide. 
The  polysaccharide is a  polymer  that ranges from 250,000 to 1,000,000 in  molecular  weight. Its 
composition is approximately 30 percent  L-arabinose, 37 percent  D-galactose, 1 1  percent L- 
rhamnose,  and 14 percent  D-glucuronic  acid. 



e Page  2 - John  F.  Lemker 

In GRP 360287, Kerry  requests  that FDA affirm  that  gum  arabic is GRAS,  through  scientific 
procedures,  for  use as a thickener,  emulsifier or stabilizer in the  manufacture  of  creamers  for  use 
in  manufacturing  alcoholic  beverages at a  maximum  level  of  use  of 20 percent. Kerry relies  on 
data  and  information  discussed  in  a  1973  report of the  Select  Committee  on  GRAS  substances 
(the  Select  Committee)’ to support its view  that the intended  use  of  gum  arabic in alcoholic 
beverages is GRAS  (Ref. 1). In that  1973  report, the overall  conclusion  of  the  Select  Committee 
was “[tlhere is no  evidence in  the  available  information  on  gum arabic that demonstrates  a 
hazard  to  the  public  when  it is used  at  levels  that  are  now  current  and in the  manner  now 
practiced.  However, it is not  possible to determine,  without  additional  data,  whether  a 
significant  increase  in  consumption  would  constitute  a  dietary  hazard.” 

FDA  has  previously  affirmed  that  gum  arabic is GRAS  for  some  uses at specified  maximum 
levels  of  use  (proposed  rule,  39  FR.34204,  September  23,  1974;  final rule, 41 FR 53608, 
December  7,  1976;  21  CFR  184.1330). In large part, FDA  based its affirmation  of  GRAS  status 
on the 1973  report of the Select  Committee in combination  with  the uses of  gum  arabic  that 
manufacturers  reported  to  the  National  Academy of SciencesDJational  Research  Council in a 
comprehensive  survey  of  the  uses  of  various  food  ingredients. 

In a  rulemaking  concurrent to the rulemaking  that  affirmed the GRAS status of  some  uses  of 
gum  arabic, FDA established  21  CFR  184.1@)(2)  (proposed rule, September  23, 1974,39 FR 
34194;  final  rule,  December 7, 1976,41 FR  53600).  Under  21  CFR  184.1@)(2), “[ilf the 
ingredient is affirmed as GRAS  with  specific  limitation(s),  it  shall be used in food  only  within 
such  limitation(s),  including  the  category of food(s), the functional  use(s)  of the ingredient,  and 
the  level(s) of use.  Any  use  of  such  an  ingredient not in  full  compliance  with  each  such 
established  limitation  shall  require  a  food  additive  regulation.”  Subsequent  to  that  rulemaking, 
FDA  affirmed  the  GRAS  status  of  a  use  of a food  ingredient  in  accordance  with  21  CFR 
184.10>)(2)  when  the  Select  Committee  concluded  “it is not  possible to determine  without 
additional  data,  whether  a  significant  increase  in  consumption  would  constitute  a  dietary 
hazard.”  (See,  e.g.,  21  CFR 184.1097,21 CFR 184.1115,21 CFR  184.1115,  and  21  CFR 
184.1366).  The  Select  Committee  reached this conclusion  in the case  of  gum  arabic,  and  the 
rulemaking  that  affirmed  the  GRAS  status  of  some  uses  of gum arabic  makes  clear  that FDA 
viewed  the  regulation  governing gum arabic  within the same  rubric as that  of  21  CFR 
184.10>)(2)  (see  39  FR  34194). 

During  the  rulemaking  that  established  21  CFR  184.1  (b)(2),  FDA  addressed  a  comment  that 
contended  that  a  subsequently  instituted  use  that  may  in fact be  GRAS  would  have  to  covered  by 
a  food  additive  regulation. In response  to this comment, FDA advised that 21  CFR  184.1@)(2) 
does  not  require  that  a  subsequent  use  be  covered by a  food  additive  regulation  even  though it 
may  be  GRAS.  FDA  specifically  pointed  out  that  a  regulation affirming a  substance as GRAS 
with  specific  limitations  on  the  conditions  of  use  may  be  amended to cover  additional  uses  that 
have  become  GRAS.  Importantly,  either  mechanism  requires  rulemaking - i.e.,  rulemaking  that 

‘During  the  1970’s,  FDA  initiated  a  comprehensive  review  of  GRAS  substances,  including gum 
arabic. As part  of  the  comprehensive  review,  FDA  commissioned,  through  the  Life  Sciences  Research 
Office  of  the  Federation  of  American  Societies  for  Experimental  Biology, the “Select Committee  on 
GRAS  Substances.”  The  charge  to the Select  Committee  was to summarize  the  available  scientific 
literature  on  certain  substances  and to provide a recommendation as to what  restrictions, if any,  on the 
use  of  each  substance  would  be  needed to ensure its safe use  in  food. 0 000831~ 
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0 results in a  food  additive  regulation  or  rulemaking  that  amends  the  current  GRAS  affirmation 
regulation. 

The  rulemaking  that  affirmed  the  GRAS status of  some  uses  of  gum  arabic,  together  with the 
rulemaking  'that  established  2  1  CFR  184.1  (b)(2),  makes  clear  that  the  appropriate  mechanism  for 
Kerry to lawfully  use  gum  arabic  outside  the  limitations  established  in  the  existing  regulation  for 
gum  arabic is to submit  a  petition  to  FDA.  Kerry  could  petition  FDA  either to conduct 
rulemaking  that resultsin a  food  additive  regulation  or  to  conduct  rulemaking  that  amends the 
current  GRAS  affirmation  regulation.  Kerry  did so when it submitted  GRP  3GO287. 

As discussed in  the  GRAS  proposal,  FDA is directing its resources to the food  additive  petition 
process,  which is required  by  law,  rather  than  to  the G U S  affirmation petition process,  which is 
voluntary.  Given  this  fact,  and  given  the  regulatory  framework  that is associated  with  gum 
arabic,  Kerry's  letter  dated  September 6,200 1, requests  that  FDA  convert GRP 360287 to a  food 
additive  petition.  Because  the  agency  already  has  devoted  resources to the  review  of  the  data 
and  information in GRP  3G0287,  FDA expects to be  able  to  process  such  a  food  additive  petition 
promptly. 

In accordance  with  proposed  21  CFR  170.36(f),  a  copy of the  text  of this letter, as well as a  copy 
of the  information in Kerry's notice  that  conforms  to  the  information in proposed  2 1 CFR 
170.36(~)(-1), is available  for  public  review  and  copying on the  homepage of the Office o f  Food 
Additive  Safety  (on  the  Internet  at http://www.cfsan.fda.gov/-lrdfoodadd.htm1). 

1 

- - ." . - - - . "~ Sincerely, 

Alan M. Rulis,  Ph.D. 
Director 
Office  of  Premarket  Approval 
Center  for  Food Safety 

and  Applied  Nutrition 
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day through Friday. 
above office during working hours, Mon- 

Dated: September 9,  1974. 

Commissioner ot Food and Drugs. 
A. M. SCHMIDT, 

NOTE: Incorporation by reference provl- 
slons approved by the Dlrector of the Office 
of  the Federal Register July 10,1973. 

[FR DOC.74-21197 Filed 9-20-74;8.45 am] - 
[ 21 CFR  Part 121 1 

GUM ARABIC  (ACACIA) 
Proposed Affirmation of GRAS  Status  With 

Food Ingredient and Affirmation Of 
Specific Limitations as  Direct Human 

GRAS  Status  as  Indirect Human Food 
Ingredient 

conducting a comprehensive study Of 
The mod and Drug Administration is 

direct  human food ingredients classified as generally recognized as safe (GRAS) 
or subject to a prior sanction. The Com- 
missioner of Food and Drugs has issued 
several notices and proposed regulations, 
published in the FEDERAL REGXSTER Of 

issue of the FEDERAL REGISTER, the Com- plementing this review.  Elsewhere in this 

missioner is issuing the final regulations 
resulting from those proposals. Pursuant 
to this review, the safety of gum arabic 
has been evaluated. In accordance with 

sioner proposes to &Em the direct use the pmvisions  of 5 121.40, the Commis- 

of gum arabic in food as GRAS with 
specific limitations, and to affirm its 
GRAS status  for use in food-contact 

July 26, 1973 (38 FR 20035-20057). hl- 

articles. 
G- arabic (acacia) is listed in B 121.- 

ISTER of January 31, 1961 (26 938)t 
101(d) ( 7 ) .  published in the F E D E R A L  REG- 

= ORAS as a food stabilizer; and in 
0 121.1OlW. published in the FEDERAL 
REGISTER of June 10, 1961  (26 i% 5224) I 

as GRAS for substances migrating from 

food packaging.  Gum arabic is the dried. cotton and cotton fabrics used in dry 

gummy exudate obteied from stems and 
branches of trees belonging to the m i -  
OW species of the genus Acacia. The 
number of species of the genus  Acacia 
has been estimated'by various investiga- 
tors at from 500 to 900. Almost all of the 
gum  used in the United States is im- 
ported from the Sudan Republic and is 
obtained from Acacia senegal Linne. 
Analysis shows this gum to be the cal- 
cium, magnesium, and potassium salts 
of a polysaccharide acid, arabic acid. It 
is composed of about 30 percent L-arab- 
inose. 37 percent D-galactose, 11 percent 
L-rhamnose and 14 percent glucuronic 
acid. The molecular  weight is believed to 
vary from about 250,000 to 1,000,000. 

Gum arabic has been.the subject of a 
search of the scientific literature from 
1920 to the present. The parameters used 
in the search were chosen to discover 

chemical toxi,city, (2) occupational haz- 
any articles that considered (1) the 
ards, (3) metabolism, (4) reaction prod- . 
UCts, (5) degradation products, (6) any 
reported carcinogenicity, teratogenicity 
nr mutagenicity, (7) dose  response, (8) 

PROPOSED RULES 

reproductive effects, (9) histology. (10) 
embryology, (11) behavioral e f l e c t s ,  (12) 
detection, and (13) processing. A total 
of 388 abstracts on gum arabic was re- 
viewed and 45 particularly pertinent  re- 
ports from the literature survey have 
been summarized in a Scientific Litera- 
ture Review. 

best known  of the vegetable gums. re- 
Gum arabic is probably the oldest and 

ported to be first used in the United 

section of food manufactwen was sur- 
States  in 1880. A representative cross- 

which  gum arabic was  used and at  what 
veyed to determine the  specific foods in 
levels.  Available  surveys of consumer 
consumption were obtained and com- 

to obtain an estimate of the consumer 
bined with the production information 

exposure to gum arabic. The total pound- 
age of gum arabic used by the US. food 
industry in 1970 was 10.4 million  Pounds, 
about three times that used in 1960. 
The Scientific Literature Review 

shows, among other studies, the following 
information as summarized in the report 
of the Select Committee on GRAS Sub- 
stances (SCOGS) : 

A€SORPnON AND MEUBOLISM 

The available lnformatlon does not estab- 
lish clearly the  fate of Ingested gum arabic. 
In one study, rata  were fed for one week on 

levels of g u m  arablc. Uslng a method in- 
a basal ratlon supplemented wlth various 

gum arabic fed to weanling male Sprague- 
volvlng restricted food and caloric intakes, 

Dawley rats a t  diem levels of 0.5 g per 
aay and 2 g per day was shown to have caloric 

starch, respectlvely. In a slmilar study, gum 
values of 131 percent and 110 percent of corn 

arabic fed to weanling rats, a t  a level of 1 g 
per day was shown to  have  a C81OriC value 
76 percent that of sucrom. While both of 
t h s e  studles  suggest absoqtion of gum 

study did not support them observations. 
arabic or mme digestion product, an earlier 

Uslng a  test for glycogenesis rats were fed 

slngle meal. Seventy-two hours later hepatic 
high levels (34 percent gum  arabic) in a 

glycogen levels were determined. I t  was con- 

between the control and gum-fed rats WBS 
cluded that  the difference in Uver glycogen 

inslgnlficant. 

have some ablllty to utilize  gum arabic for 
As in the  rat,  the  guinea pig appears to 

energy. Two feeding studies have indicated 
that g u m  arablc exhibits growth-promoting 
effects. In one study, 89 to 96 percent dl- 

about 70-80 percent of normal growth rate 
gestibulty was reported, while in the other. 

was reported and the investigators appeared 
to emphaslze the need for the  intact gum 
molecule. 

gum arabic. A total calorlc value for gum 
The rabbit also appears to be able to utilfze 

arablc sllghtly greater than  that for starch 
has been reported. In the same study,  evi- 
dence  for glycogenesis was demonstrated. 

In one study with humans no evidence 
for absorptlon 02 the  intsct ium molecule 
was found. In this  study, 22 Infants 1 to  15 
months old were fed 16 to 20 g per day of gum 
arablc In mlIk. No urlnary pentose excretion 

gum arablc occurred In the stools. 
was observed, while signlflcant excretlon of 

is capable of being digested to simple sugars 
It would appear. then.  that gum arablc 

in herbivores. and to some extent I n  omnl- 
vores such as man.  After  absorptlo~l  the 
digestion products are available for ohda- 
tion. ConClUSlve evidence indicating that the 
intact gum arabic molecule is absorbed under 
normal colldltlons Is lacklng. 

SHORT TERM STV0lb.S 

been made wlth laboratory anlmnls 111 V W .  

Several short term feedlng studle:. I W $ ~  

gulnea pigs were fed a  synthetic  diet fur ti 
weeks and the effecta of various supplementx 
were noted. The animals on a gum nrablc 

rate than did the control animals. Slmllar 
supplement showed a sllghtly lower growth 

results were obtained in a succeeding study 
In Which the  effects of VBT~OUB mlneral sup- 
plements were noted. In both studies it  
appears that  the basal ration was deficient 
in some way. In spite of t h l s ,  g u m  srablc.,: , 

fluence of feeding gum arabic on the intes- ??"".: 
tended to improve growth rate. m e n  the in- C.i*: 

tlnal synthesis of vltamln B was examined. 4 

it was shown not only to p''rmlt growth in 
guinea plg but also to promote the  intestlnal 
synthesis of the vltamin. In rabblts the In- 
gestion of dlets p r o v i d l n ~ f O ~ - p ~ r c e n t ~  by 
welght of gum arabic permltted slgnlficant 

effects. 
growth. with no evldence of -deleterious 

Studies in mice, rats, hamsters, and rabbits 

effects  wlth oral  doses of gum arablc up to 
showed no clearly dlscernible teratologlcal 

hamsters, and up to 37 mg per kg per day in 
1.600 .mg per kg per day in mloe. rats. and 

rabblts. when each animal was treated daily 
for 10 days (6 days  in hamsters and 13 days 
In rabbits).  starting at  the slxth day of 
gestation. However, at  a dose level of 800 

the dams dled. , mg-per kg per day In rabblts, a majority of 

comblnation frequency in a hOSt-medlated 
N-.Ptrect was noted Ln the re- 

assay in mke. and no n u t a g e n @  effects were 
noted In a  dominant-lethal gene test in rats. 

the cyto@g&c.jffedt in bone marrow 
Ho6iiG-a-m-derate effect was obmed in 

afterI<.$vo treat.ment..wtb' 6.O.g-per')rg and 

ierited chromos6ii; ~ g a  rather than re- 
9.6 g=?-& I.n-ra$In general. them-repre- 

comblnations and ocrmed within 6 hours 
after treatment. S M l a r  effects were found In 
In vitro tlssue cultures of human embryomc 
lung cells. 

arabic feedug studies have been reported. 
Neither oral LD, values nor long term gum 

O T H E B  s m m s  
There are  several reports on the  effect of 

parenterally administered gum arablc In man 
and other animals. 

Treatment  with intraperltlone&l doses of 

weeks in rats revealed no evldwce of 
gum arabic three times per  week  for up ta 16 

c s r c i ~ ~ l c l t y .  867uttroOns in.saffn-ater 
contalning 1.76 or 7.00 percent gum arablc 
were used. The sfze of dose is cUtficult to as- 
certain from the data presented, but It ap- 
pears that levels were of the order of =era1 

micCho-carcinogenic effect WM. BOW. but 
hundred mg per kg. In a s ~ m i l a r  study dtn 

dlcated. Injectlons of as'much 88 of 
amounts of gum arabic Injected are not in- 

smn arablc per kg ln dogs ellcit8d no evl- 
deEceof  ~xic~effecta-but the same  dose  level 
k l 1 1 ~ d " d e l i y d r a t e d ~ ~ o g s ~ ' ~ ~ e ~ ~ l g h ~ t ' n o  effect 
16fel-bZing -i:g..k-ier &. 
specially prepared from calcium arabinate 

The Intravenous LD- of sodium arabinate, 

by alcohol preclpitatlon from  an aqueous 
sodium chloride solutlon, can be estlmated as 1 g per kg In rabbits from data reported. 
The  effect o! single and repeated intravenous 
doses of gum arablc solutlon in dogs was in- 
vestlgated. Total doses ranged from about 1 
to 2 g per kg glven over a period ranging from 
1 to 84 days. The most characterlstlc finding 
was that of enlarged livers and swollen kld- 
neys. Slmllar levels of gum arabic were fntal 
to two rabbits. 

A similar study in which doses ranglng 
from 16 to.48 g per kg were glven intrave- 
nously over 76 days to three dogs showed gum 
arabic to be stored In the llver for 88 much as 

i 
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above office during working hours, Mon- 
day through FYiday. 

Dated: September 9, 1974. 

Commissioner of Food and Drugs. 
A. M. SCHMIDT, 

NOTE: Incorporation by reference provi- 
sions approved by the Director of the Office 
of the Federal Register July 10,1973. 

[FR Doc.74-21197 Filed 9-!20-74;8:45 am] 

[ 21 CFR Part 121 ] 
GUM ARABIC  (ACACIA) 

Proposed Affirmation of  GRAS  Status  With 
Specific Limitations as Direct Human 

GRAS  Status as Indirect Human Food 
Food ingredient and Affirmation Of 

ingredient 
,The FO& and Drug Administration is 

direct human food ingredients classified 
conducting a comprehensive study Of 

as generally recognized as safe (GRAS) or subject to a prior sanction. The Corn- 
missioner of ]Food and Drugs has issued 
several notice8 and proposed regulations, 

plementing th$s review.  Elsewhere 111 this 
issue of the FEDERAL REGISTER, the COm- 
missioner i s  issuing the final regulations 
resulting from those proposals. Pursuant 
to this review, the safety of gum arabic 
has been evaluated. In accordance with 
the provisions of 8 121.40, the Commis- 

of gum arabic in food as GRAS with 
sioner proposes to affirm the direct use 

GRAS status  for use in food-contact 
specific limitations,  and to affirm its 

- 

published in the FEDERAL REGISTER Of 
July 26, 1973  (38 FR 20035-20057!, i?- 

articles. 
101(d) (7) ,  published in  the FEDERAL REG- 

Gum arabic  (acacia) is listed in $ 121.- 

ISTER of January 31, 1961 (26 FR 938), 
GRAS as a food stabilizer;  and in 

g 121.101(i), published in  the FEDERAL 
REGISTER  of June 10, 1961 (26 F'R 5224), 
as GRAS for substances migrating from 
cotton and cotton fabrics used in dry 
food packaging. Gum arabic is the dried, 
gummy ,mudate obtained from stems and 
branches of trees belonging to  the vari- 
ous species of the genus Acacia. The 

has been estimated by various investiga- 
nuniber of 'species of the genus Acmh 
tors at from 500 to 900. Almost all of the gum used in  the United States is im- 
obtained from Acacia senegaZ Linne. 
ported from the Sudan Republic and is 
Analysis  shows this gum to be the Gal- 
cium, magnesium, and potassium Salts 

is composed of about 30 percent L-arab- 
of a polysaccharide acid, arabic acid. It 

inose, 37 percent D-galactose, 11 percent. 
L-rhamnose and 14 percent glucuronic 

vary from about 250,000 to 1,000,000. 
acid. The molecular  weight is believed to 

arabic has been .the  subject of a 
of the scientific literature from 
the present. The  parameters used 

any articles that considered (1)  the 
search were chosen to discover 

chemical toxicity, (2)  occupational haz- 
ucts, (5) degradation products, (6)  any 

" ards, (3) metabolism, (4) reaction prod- 

reported carcinogenicity, teratogenicity 
or mutagenicity, (7) dose  response, (8) 

PROPOSED RULES 

reproductive effects, (9) histology, (10) 
embryology, (11) behavioral effects, (12) 
detection, and (13) Processing. A total 
of 388 abstracts  on gum arabic was re- 
viewed and 45 particularly  pertinent  re- 
ports from the  literature survey have 
been summarized in a Scientific Litera- 
ture Review. 

Gum arabic Is probably the oldest and 
best  known of the vegetable  gums, re- 
ported to be first used in  the United 
States  in 1880. A representative cross- 

veyed to determine the specific  foods in 
section of food manufacturers was sur- 

which  gum arabic was  used and at what 
levels.  Available surveys of  consumer 

bined with the production information 
consumption  were obtained and com- 

to obtain an  estimate of the consumer 
expmure to gum arabic. The  total pound- 

industry in 1970 was 10.4 million pounds, 
age of  gum arabic used by the U.S. food 

about three times that used in 1960. 

shows, among other studies, the following 
The Scientific Literature Review 

information as summarized in the report 
of the Select Committee on GRAS Sub- 
stances (SCOGS) : 

/ 

ABSORPTION A N D  MEI'ABOLISM 

The available information does not estab- 
lish clearly the  fate of ingested gum arabic. 
In one study,  rats were fed for one week on 
a basal ration supplemented with various 

volving restricted f w d  and caloric intakes, 
levels of gum arabic. Using a method in- 

Dawley rats at dietary levels of 0.5 g per 
gum. arabic fed to weanling male Sprague- 

day and 2 g per day was shown to have caloric 
values of 131 percent and 110 percent of corn 
starch, respectively. In a similar study,  gum 
arabic fed to weanling rats, at a level of 1 g 
per day was shown to  have a caloric value 
75 percent that of sucrose. While both of 
these studies suggest absorption of gum 
arabic or  some digestion product, an earlier 
study did not support these observations. 

high levels (34 percent gum  arabic) In a 
Using a  test for glycogenesis rats were  fed 

single meal. Seventy-two hours later hepatic 
glycogen levels were determined. I t  was con- 

between the control and  gum-fed  rats was 
elude$ that  the difference in liver glycogen 

insignificant. 
As in the  rat.  the  guinea  pig appears to 

have some ability to utilize  gum arabic for 
energy. Two feeditng studies have indicated 

effects. I n  one study, 89 to 95 percent di- 
tliat  gum arabic exhibits growth-promoting 

gestibility was reported, while in  the other, 

was  reported and the investigators appeared 
about 70-80 percent of normal growth rate 

molecule. 
to emphasize the  need for the  intact  gum 

The rabbit also appears to be able to utilize 
gum arabic. A total caloric value for gum 

has been reported. In  the same study,  evi- 
arabic slightly greater than  that for starch 

dence for glycogenesis was demonstrated. 

for absorption of the  intact  gum molecule 
In one study  with humans, no evidence 

was found. In this  study, 22 infants 1 to 15 
months old were fed 15 to 20 g per day of gum 
arabic in milk. No urinary pentose excretion 
was observed, while significant excretion of 
gum arabic occurred in  the stools. 

It would appear, then, that gum arabic 
is capable of being digested to simple sugars 

vores such as man. After absorption, the 
in herbivores, and to some extent  in omni- 

digestion products are available for oxida- 
tion. Conclusive evidence  indicating  that  the 
intact  gum arabic molecule is absorbed under 

34203 
SHORT TERM STUDIES 

been made with laboratory animals. In one, 
Several short term feeding studies have 

guinea pigs were fed a synthetic  diet for 6 

were noted. The animals on a gum arabic 
weeks and the effects of various supplements 

rate than did the control animals. Similar 
supplement show+ a slightly lower growth 

results were obtained in a succeeding study 
in which  the effects of various mineral sup- 
plements were noted. In both studies it 

in some way. In spite of this, gum arabic 
appears that  the basal ration was deficient 

fluence of feeding gum arabic on  the intes- 
tended to improve growth rate. When the  in- 

tins1 synthesis of vitamin BIZ was examined, 
it was shown not only to permit growth in 

synthesis of the  vitamin.  In  rabbits  the  in- 
guinea pig  but also to promote the  intestinal 

gestion of diets providing 20 percent by 
weight of gum arabic permitted significant 
growth with no evidence of deleterious 
effects. 

Studies  in mice, rats, hamsters, and rabbits 
showed no clearly discernible teratological 
effects with oral  doses  of gum arabic up to 
1,600 mg per kg per day in mice, rats, and 
hamsters, and  up  to 37 mg per kg per day in 

for 10 days (5 days  in hamsters and 13 days 
rabbits, when each animal was treated daily 

in rabbits),  starting at the  sixth  day of 
gestation. However, at a dose level of 800 

the dams died. , mg per kg per day in rabbits, a majority of 

No mutagenic effect was noted in the re- 
combination frequency in a host-mediated 
assay in mice, and no mutagenic effects were 

However, a moderate effect WBS observed in 
noted in a dominant lethal gene test  in  rats. 

the cytogenetic effect assay in bone marrow 
after  in vivo treatment with 6.0 g per kg and 
2.5 g per kg  in rats. In general, these repre- 
sented chromosomal breaks rather than re- 
combinations and occurred within 6 hours- 
after  treatment. Similar effects were found  in 
in vitro tissue cultures of human embryonic 
lung cells. 

arabic feeding studies have been reported. 
Neither oral LDW values nor long term gum 

O T H E R  STUDIES 

There &re several reports on the effect of 
parenterally administered gum arabic in man 
and other animals. 

Treatment  with intraperitione&l doses  of 
gum arabic three times per  week  for up to 15 

carcinogenicity. Solutions in saline or water 
weeks in rats revealed no evidence of 

containing 1.75 or  7.00 percent gum arabic 
were used. The size of dose is difficult to as- 
certain from the  data presented, but  it  ap- 
pears that levels were of the order  of several 
hundred mg per kg. In a simllar study  with 
mice, no carcinogenic effect was noted, but 
amounts of gum arabic injected are not  in- 
dicated.  Injections of as much as 4.8 g of 
gum arabic per kg  in dogs elicited no evi- 
dence of toxic effects but  the same  dose level 
killed dehydrated dogs, the  highest  no effect 
level being 1.9 g per kg. 

specially prepared from calcium arabinate 
The intravenous LDm of sodium arabinate, 

by alcohol precipitation from an aqueous 
sodium chloride solution, can be estimated 
as 1 g per kg in rabbits from  data reported. 
The effect of single and repeatecl Intravenous 
doses  of gum arabic solution in dogs was in- 
vestigated. Total doses ranged from about 1 
to 2 g per kg given over a period ranging from 
1 to 84 days. The most characteristic finding 
was that of enlarged livers and swollen kid- 
neys. Similar levels of gum arabic were fntal 
to two  rabbits. 

A similar study in which doses ranging 
from 16 to.48 g per kg were given intrnve- 
nOllSlgr  over  76 days to three dogs showed pun1 

normal conditions is lacking. 
.. . . 

arabic to be stored in the 1iverTor 86  m ~ r d i l  ns 



greater . t h a n  those produced by sther 
foods, to justify a,cox&cl&n at:$hi6 time 
that they are  not GW. _J 

The Food md.Drug AamtniStrat4on bas 
been concerned about allergies,  involving 

gredients, and concurs Nth the sugges- 
tion of the Select Committee.that a sur- 
vey  of the allergenic.  effects of traga- 
needed.  However, such 8 study should 
canth, arabic, and sterculia gums is 

consider more than these  three gums. 
Funds of approximately $250,000 have 

been  provided for this  fiscal year to con- 
tract  for infbrmatioxr on how & predict 
human intolerances to food-@gredients, 

:case histories. The results .of these &n- 
and  .an ana€ysis of human *intolerance 

kwh should provide the agency ?xiathe 
necessary information to &axme. 're- 

from food i~-) the degree possible. 
sources to minimize allergic reactions 

Meanwhile. &he Commissioner Is of-&e 
opinpon that the particular g m q  used . 
should b ~ ~ ~ ~ l y m l i " ~  
certaln f t W d " d - ~ ~ l . a s  to re" the 
naming of the sp&€ic giim(s) use~Tb 
in process and wn! be published In $he 
future. 
-~@es of €he ScMtific U W t u r e  k e -  

'.tolorn slid Inutagenic s c r e e n i n g  tests for 
viewan . g u m  ar-, reports of the h- 

the ingredid,  and.the serj0l.t qf the 8e- 
lect C M t h  are available f a r  M e w  at the oflice of .the Rearlng Q;eilr. Fooa 
and Drug Ad~pIniitration, I L m ;  e65.5800 
Mshers Lane,  RockVsne. 'MD.20852a ajhd 
may be purchased from zhe Natbnal 
Teehnfcal Xnfonnatlon  Serrrlce tNTIB3, 
5285 Port Royal. Rd.. SpringEeId, VA 
22151. as follows: 

COSIIE~~CS adId.d.XU& SS W e l l  8s fwd in- , 

' , ~ ~ ~ ~ ~ - ~ o - ~ ~ p ~ o ~ ~ - ~ ~  -" 

.i : # ." 

dividuds."Aa an  indication of -the lame 
variety of materials which have been im- 
plicated, there  can be mentioned dusts of 
various kinds, pollens, feathers, seeds, 
dm-, and foods. In feneral,  sensitive 
indidduals may rqact with a number of 
responses which may include, among 
others, angioedema, urticaria, bronchial 
asthma, pruritis. and vascUlar purpura: 
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PROPOSED RULES 

I I 

* 
2. In 0 121.104 by adding a new Para- 

graph (g) (19) to read as follows: 
5 121.104 Substances added directly to 

human food affirmed as generally 
recognized as safe (GRAS). 

* 
(g) * 
(19) Gum arabic. (i) Gum arabic is 

the dried gummy exudate  from stems and 
branches of trees of various species of 

the genus Acacia, family Leguminosae. 
(ii) The  ingredient meets specifica- 

tions of the hod Chemicals  Codex, 2 d  
Ed. (1972) ? 

(iii) The ingredient is used in food 
under the following conditions: 

Academy of Sciences, 2101 Constitution  Ave. 
'Copies  may be obtained  from:  National 

NW., Washington, DC 20037. 

MAXIMUM USAGE LEVELS PERMITTED 

Food categories Percent Function 

5.6 

1 2  4 

1.3 
1.5 

31.0 
2 9  
8. a 

85.0 

1 0  

Flavoring agent  and  adjuvant 5 lZl.l(o)(lZ). formulation 
aid I121  1(0)(14)' humwtakt, 5 121.1(0)(16); &e 
d h i n g  Gent 5 iz1.mmo). 

Formulabon aid' 5 121.1(0)(14)~ stabilizer and thickeoer, 
Stabilizer and ttuckener Q 121.1(0)(28). 

0 IZI.I(O)(!XI); s;raCe-finishi~$ agent, 0 IW.UO)(~O). 
Btabilizer  and  thickener' 0 121.1(0)(28). 
Flavoring agent and  adjuvant, 0 lZl.l(o)(E); formulation 

aid 5 121  1(0)(14). 
Formulation aid, 5 121.1(0)(14);  surface-finishing agent, 
Emuhifier bud emulsifier  salt B 121.1(0)(8). 

0 lZl.l(O) (30). 
Emulsifier  and  emulsifier salt I lZl.l(o)(S). f i r m i n g  agent. 

formulauon aid 5 121.1(0)(14). humectant § 121 l(o)(l6). 
0 lZl.l(o),(lO):  fiavoring  agent  and adjuvan't, 0 lZl.l(o)(lZ); 
stabiliser  and  t'hlckener, B lZi.l(o)(%); &face:6nishi& 

Emulslber  and emuhfier salt 0 lZl.l(o)(S).  llavoring agent 
agent 5 121.1(0)(30),. 
and adjuvant 5 121 l(o)(lZj. formulatioh aid, 0 121.1(0) 
(14); stabilim'and thickenerf P 121.1(0)(28). 

3. In 0 121.105 by adding a new Para- 
graph (f) (4) to read as follows: 
5 121.105 Substances in food contact 

surfaces affirmed as generally rec- 
ognized as safe (GRAS). 
* * * 

( f )  * * 
(4) Gum arabic. (i) Gum arabic is the 

dried gummy exudate from stems  and 
branches of trees of various species of the 
genus Acacia, family Leguminosae. 

tions of the Food Chemicals  Codex, 2d 
(ii) The ingredient meets specifics- 

Ed. (1972) .' 
(iii) The ingredient is used or intended 

for use as a constituent of food packag- 
ing containers. 

(iv) The ingredient is used at levels 
not  to exceed  good manufacturing  prac- 
tices. 

The Commissioner hereby gives no- 
tice that he is unaware of any prior sanc- 
tion  for  the use of this  ingredient in food 
under conditions different from  those 

to  assert or rely on such a sanction shall 
proposed herein. Any person who intends 
submit proof  of its existence in response 
to this proposal. The regulation pro- 
posed  above will constitute a determina- 
tion that excluded  uses  would result in 
adulteration of the food in violation of 
section 402 of the  act, and the failure of 
any person to come forward with proof 
of such an applicable prior sanction in 
response to this proposal constitutes a 
waiver of the right to assert or rely on e 

sanction at any  later time. This notice 
also constitutes a proposal to establish 
a regulation under  Subpart E, incor- 
porating the same provisions, in the event 
that such a regulation is determined to 
be appropriate as a result of submission 
of proof of such an applicable prior 
sanction in response to this proposal. 

December 23,1974, Ne with the Hearing 
Interested persons may, on or before 

Clerk,  Food and Drug Admirristration, 
Rm. 4-65,  5600 Nshers Lane, Rockville, 
MD 20852. written comments (prefer- 
ably in quintuplicate) regarding this 
proposal. Comments  may  be accompanied 
by a memorandum or brief in support 
thereof. Received comments may b e  seen 
in the above office during working hours, 
Monday through Friday. 

Dated: September 9,1974. 
A.M. SCRDIIDT. 

Commissioner of Food and Drugs. 

sions approved  by the Director of the Office of 
N m :  Incorporation  by  reference  provi- 

the Federal  Register  July  10.1973. 

IFRDoc.74-21196  Filed  9-20-74;8:45 am] 

[ 21 CFR Part 121 ] 
GUM GHATTI 

Proposed  Affirmation  of GRAS Status With 
Specific  Limitations as Direct  Human 
Food Ingredient 
The Food and Drug Administration ls 

conducting a wmprehensive study of 

direct  human food ingredients clncitilflrtl as generally recognized as safe (GRAS) 
or subject to a prior sanction. The Com- 
missioner of Food and Drugs has issued 
several notices and proposed regulations. 
published in the FEDERAL REGISTER of 

menting this review.  Elsewhere in this 
issue of the FEDERAL REGISTER, the Com- 
missioner is issuing the final regulations 
resulting from those proposals. Pursuant 
t o  this review. the safety of gum ghatti 
has been evaluated. In accordance with 
the provisions of 0 121.40, the Commis- 
sioner proposes to affirm the direct use 
of gum ghatti  in food as GRAS with 
specific limitations. 

been listed in 3 121.101(d) (7). pub- 
Gum ghatti, or Indian gum, has 

lished in the FEDERAL REGISTER of Janu- 
ary 31, 1961  (26 FR 938). as GRAS as a 
food stabilizer. Gum ghatti is obtained as 
an exudate from wounds in the bark of 
Anogeissus latifdia, a large tree in the 
dry deciduous forests of India and Cey- 
lon. The gum fs basically the calcium salt 
of ghatti acid, a complex polysaccharide 
whose exact chemical structure is ob- 
scure and  has  not been determined. The 
dried gum has considerable nonfood use, 
primarily in oil-drilling muds, and is slso 
used in drugs and cosmetics. Other parts 
of the bree from which this exudate is 
obtained have no reported human food or 
food ingredient uses. This proposal covers 
only the gum whose  food ingredienlt uses 
began as early as 1938 in the U n i t e d  
States. 

Gum ghatti has been the subject of a 
search of the scientific literature  from 
in  the search were chosen to discover 
1920 to the present. The pammeters used 

any  articles that considered (1) chemi- 
cal toxicity, (2) occupational hazards, 
(3) metabolism, (4) reaction products, 
(5) degradation products, (6) any -re- 
ported carcinogenicity, teratogenicity or 
mutagenicity, (7)  dose response, (8) re- 
productive effects, (9) histology, (10) 
embryology, (11) behavioral effects, (12) 
detection, and (13) processing. A total 
of 19 abstracts on gum ghatti was re- 
viewed and 9 particularly  pertinent re- 
ports from  the  literature survey have 
been summarized in.a Scientific Litera- 
tureF&view. . 

A representative cross-section of food 

mine the specific foods in which  gum 
manufacturers was surveyed to deter- 

ghatti was  used and at w h i t  leveIs.  Avail- 
able surveys of consumer constlmption 
were obtained and combined with the 
production information to obtain an es- 
timate of the consumer exposure t~ gum 
ghatti. T h e  total gum ghatti used in food 
in 1970 is repxted  to be a little more 
than 4,000 pounds. No data or informa- 
tion on use in prior years is available. 

The Scientific Literature Review 
shows, among other studies, the follow- 
ing  information as summaxized in the 
report of the Select Committee on GRAS 
Substances (SCOGS) : 

are available on gum ghatti in animals or 
Very little biological and toxicological data 

man. Nothing is known about the absorp- 
t ion,  distribution, metabolism or cxcreticn 
of t h e  gum in man or in animals and  no 
short term or long term feeding experiments 
In laboratory animals  have been reporkd .  

July 26,1973 (38 FR 20035-200571, imple- 
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D E P A R T M , E N T  OF HEALTH, I p s o c e d ; ; ; e s ’ * -  w u ~ . ~ ~ e  scientific ‘battery of tests far a new f o a l  additive 

of a sub6tfuux.. General recognition of For substances introduced into food 

[ 21 CFR Part 121 ] under SeCtionZltlLsO wW‘4herefae re-  achieved through experience based  on safety through ,scientific procedlires after 1958, GRAS status may not be 

EDUCATION, AND WELFARE s t u d i e s , a p p r o p r i a t e b ~ ~ t h e s s f e t : -  iSnOt b be required. 
Food  and Drug Administration 

GENERAL RECOGNlTlON OF SAFETY AND the Same quantity and quality Of common  use in food. For such  substances. 
PRIOR SANCTIONS FOR FOOD INGRE- xlentific.evideLux Os is reSuired for proof GRAS Status U Y  be determined. if at 
DIENE  of safety under section 409, This is con- all, solely  on the basis of scientific  pro- ; 

Notice of Reposed Rule Making sistent with the recent decisions  of the cedures, Le.. the same qusntity and 
Supreme Court in Weinberger v. Hynson. quality of scientific  evidence as is neces- 

1973  (38 l?R 20035-2005’7), the C O m r m s -  (1973) and Weinberger v. Bentex Phar- tive at this time. 
In the PEDE- REGISTER Of July 26. Westcott & Dunning. Inc.. 412 U.S. 609 sary to obtain approval of a food addi- 

sioner of Fpod and hugs issued  several rnaceuticak, Inc., 412 U.S. 645 (1973). Section 201(s) of the act does  provide; 
Proposed regulations and notices govern-  where the Court held that the reach of however, that such GRAS status may  be 

A4 

ing the review  of the safety Of ingredients scientific inquiry under the comparable  achieved for post-1958 f o o d  ingredients 
that have been  used in food  on the de-  provisions of sections 505(b) and 201(p) on the basis of scientilicprocedures even 

ognized as Safe (GRAS) 01 subwt  to 8. The Commissioner  also propases to re- keting and use. Unlike the definitlon of 
termination that they are generally  rec- is “precise& the sme”. prior to  any significant history of mar- 

Prior sanction from  the Fbod and Drug quire that general recognition of safety “new drug” in section 201(p) of the  act. 
Administration Or tlk United States De- must ordWily be  based  upon published section 201(s) does not require that a 
Partment of Agriculture  issued prior to literature. This is consistent with the fwd ingredient be  used “to a material- 
Septpmber 6,  1958, the effective date of Supreme court‘s statement  in the Bentex extent or for a material time” before I t  
section 201(s) Of the Federal Food, Dag .  decision that whether a particular drug may  become GRAS. 
and Cosmetic  Act. The ~ O m ~ s s l o n e r  is a “new drug” depends in part on the On the  other  hand, general  recognjtion 
had promulgated definitions in 5 121.1 expert knowledge and experience of sci- of safety through scientific  procedures 
(21 a1.1). criteria for determining entists based on controlled clinical  ex- does require that  the scientific  evidence 
regulations governing  iSmance of  OPin- tial support in scientific literature”. Al- achieved has been published in the liter- 
GRAS status in 8 121.3 (21 CF‘R 121.3). perimentation and backed by “substan- on the basis of which this status 1s .. 

ion letters On the Status Of ingredlmts though the Supreme Court was there re- ature or  otherwise widely disseminated 
under section 201(S) and 409 Of the act ferring to new drugs rather than to food throughout the scientific  community 
in 3 12111 (21 CFR 121.11). procedures additives and to effectiveness rather knowledgeable about the safety of food 
for aSirmatiOn Of GRAS status  and de- than to Lafety. the underlying  legal is- ingredients. and that this evidence has termination of food additive Status in sues are hdistingui&&&. $ 8  121.40 and 121.41 (21 cl?R 121.40 and Unlike the definition of a “new drug” among such scientists. Accordinglg, there 

indeed become  common  knowledge 

limiting or revoking -prior sanctions in tion 201 (s) a food ingredient may become gathering of the scientiflc knowledge 
121.41), and Proceduresforcodifyingand in section 201(p), however, under sec-  will  be at least some gap between the 
9 121.4000 (21 C F R  121.4000). 

In reviewing the comments  received on through commm use in food if it was u n d e r p i e  for general recognition of 
generally recognized as safe solely  necessary to provide the toxicological 

the notices and proposals published marketed prior to January 1, 1958. For safety and the dissemination to and as- 
on July 26, 1973, and prwaring  the final such ingredients. scientific  procedures similation by .the scientific CommunitY 
orders on these. pfoDosals that appear are not required either to establish GRAS of this materml that is necessarv for 
elsewhere in t.hm mu0 of the FEDERAL status or to obtain a food additive reg- general recognition of safety to exist. 
REGISTER, the Commissioner has con- ulation to permit continued marketing. The Comlds.sioner recognizes that  it 
cluded that it would  be advisable to re- Accordingly, ihe Commissioner  proposes is not feasible a t  this time to prepare a 
vise  some  of the existing regulations in to define ~‘oommonuse in food” to mean list of all GRAS substances. and that 
21 C P F t  Part 121 to clarify the criteria a substantial history of c o n s u m p t i m  of such a list may well not be feasible for 
for GRAS status, the differences between a substance by a significant number of many years to come. GRAS status  for 
GRAS status and food additive Status, consumers in the U n i t e d  States, and ex- raw agricultural c o ~ i t i e s  and other 
and the procedures  being  used  to  con- plicitly to recognke that, under the law, substances of natural biological  origin 
duct the  current review of food GRAS status based upon such a deter- that have been in coinl’non use prior to 
ingredients. mination does not require or involve the 1958 will ordin8rU.y not require  promul- 

GRAS STATLlS same quantity or quality‘ of  scientific gation of a regulation in the F ’ E D ~ A L  
evidence that would  be required f a r  ap- REGISTER, unless a new type of processing 

Section 201(S) Of the act Provides that proval of a f o o d  additive regulation. is instituted. Instead, priority will be 
a food insredient  ma^ be ’ d e t e r b e d  TMS is a particularly important con- given to review  .of the status of food in- 
to be ORAS on the basis &her Of SCien- cept under the law. The  current  renew gredients for which new  processing 
t i c  PrOeedureS m. if the ingrediat was of GRAS and prior-sanctioned ingredi- methods have beenlntroduced since 1958 
used in food Prior to J m W  1, 1958, ents used in food has made it clear that, or for which other significant alteration 
through experience  based On w o n  use fo r  a large number of food ingredients of composition has been made, synthetic 
in f o o d  prior to the current remew of marketed prior to 1958, scientific studies f w d   m e a e n t s ,  substances intended for 
the safetr of GRA6 and P * - ~ C t i O n ~  of the types now required for approval of consumption for otiaer than their nu- 
inmedimk.  the Precise impllmwns.Of food additives have never ,been under- trient properties, products extracted or 
this provision of the  act9.?nd its relation taken.  his includes VLrtUally all raw otherwise obtained from GRAS sub- 
to the f o o d  additive PmV- Qf the act. agricultural commodities and other sub- stances, and  other food ingredients for hadnotbeenckified. stances of natur8,I biologid O r l g i n .  A which safety questions have arisen 

Under section 409uf the a c t ,  a food ad- requirement that a l l  of these foods be Once this lengthy list of substances is 

through adequate scientiAc  evidence. The for new food aaditives would be a sub- turn to matters of lower priority, and 
ditive is required to be proved to be safe tested according to modern standards reviewed, it mag then be feasible to re- 
Commissioner  believes that Conmetss in- stantial misallocation of the country’s ultimately to develop a comprehensive 
tended the phrase “scientific  procedures” t e s t i i  resoupces and would represent a GRAS list. 
as used in section 201W of the act to serious misordering of priorities.  Where the pa&, it has been often as- 
hnvk the Same dimensions, BS the full signiRcant ssfety questions arise, imme- sumed that a GRAs substance may be 
reports of investigations reqwred to prove diate new testing can and will be re- 
the safety of n food additive under sec- quired.  Where no known hazard exist8 used in m food* at any level* for am 
tlon 408 of the act. Accordingly, the Oom- for pre-1958 Ingredients, however, the p u m .  As a result, the uses Of 
mlanloner  D1wposes to define  “scientiflc law clearly contemplates that  the full QRAS  food ingredfents haveprollferated 



PROPOSED RULES 

* to the point where their GRAS status 
has been brought into serious  question. 

there should be three types of regula- 
The Commissioner has concluded that 

tions affirming the GRAS status of an 
ingredient. Where it is concluded after 
general evaluation of use of an ingredient 
that it is GRAS under conditions of use 
that presently exist or that  are reason- 
ably foreseeable, it is sufficient that  the 
regulation affjrming GRAS status state 

facturing practices. This type of regula- 
that  it may  be  used under good manu- 

tion will contain the conditions and 
levels of use that have  been reported by 
the 1972 NAS/NRC survey on food man- 
ufacturers pursuant to current good 
manufacturing practices. These reported 
conditions of use (the function for which 
it is used, the food categories in which 
it is used, and the maximum levels at 

rigid limltations. Variations in use  of a 
which it is used) are not intended as 

GRAS ingredient subject to this type of 
regulation w i l l  be permitted as long as 
the new conditions of use are not sig- 
niAcantly different from those on the 
basis of which the GRAS status of the 
substance was affirmed. 

For some GRAS ingredients, however, 

evaluation of their use  only on the basis 
GRAS status is affirmed after general 
of existing use patterns, and not  on the 
basis of possible increase in use. For 
these substances, the Commissioner pro- 
poses to establish rigid limitations in the 
regulations affvming the ingredient as 
GRAS. Any use of the inwedlent under 
conditions other than those explicitly set 
out in the regulation (e.&, a use in a 
Werent category of food, or for a dif- 
level) will automatically rewire a food 
ferent functional purpose, or at a hlgher 

Thus, these limitations have the same 
additive regulation prior to such use. 

regulation. 
effect a.s a limitation in a fwd additive 

Where a general evaluation of use of 
an ingredient has not been made, spe- 
ciftc  uses of the ingredient may neverthe- 
less be afiirmed as ORAS. Petitions to 
afann the GRAS status of substances 
under such circumstances are invited by 

a general evaluation of all uses of an in- 
8 121.40tc) (21 CFR 121.4O(c) ). Although 

it is not’feasible to make such an evalua- 
gredient is pertinent to its GRAS status, 

be  affirmed as G R A S .  Such an evaluation 
tion whenever a specific  use is sought to 

would eventually be made in the course 
of development of 8 comprehensive GRAS 
list, however. The Cornmissioner  proposes 
that speciAc uses be afanned as GRAS, 
subject to reconsideration when general 
evaluation is undertaken. A regulation 
issued prior to general evaluation of use 
of an ingredient would not necessarily 
list all uses that are GRAS. 

type of experience based  on  common  use 
The Commissioner  believes that  the 

in food that will support a GRAS deter- 
mination must involve  use in the United 
States, and  not solely in foreign coun- 
tries. Reported use in foreign countries 
often cannot be verified, and in any 
event the experience  based  upon such use 
cannot be monitored or evaluated. Food 

consumption patterns and differences 
between cultures make it impossible to 
assess whether a history of  use abroad 
would  be comparable to a history of use 
in  the United States. 

The determination that a food ingre- 
dient is GRAS is generally made on a 
product of specific  composition,  produced 
by one  or  more  known manufacturing 
processes. This is particularly important 
where GRAS status is determmed 

in food, rather  than through scientific 
through experience  based on common  use 

procedures,  because any change in a 
manufacturing process  makes the rele- 
vance of the prior experience  question- 
able.  Accordingly, the Commissioner re- 
gards it as important that regulations 

dient specify the manufacturing process 
affirming the GRAS status of an ingre- 

used to obtain the ingredient that has 
been determined to be  GRAS, and differ- 
entiae  it  from other possible  versions of 
the ingredient that have not yet been  de- 
termined to be GRAS. Other processes 
of manufacture may significantly alter 
the composition, and perhaps the toxicity, 
of the ingredient. 

may or may not require a food additive 
A change in manufacturing process 

regulation, depending upon the infonna- 
sideration must be given to the new  proc- 
tion available about it. In any event, con- 

em, to determine whether additional 
speciflcations or limitations are required 
to assure that the new  version of the in- 
W e n t  is not significantly different 
from the version that has been deter- 
mined to be  GRAS. 

PRIOR SANCTIONS 

sanctioned ingredients has required de- 
The present review of GRAS and prior- 

velopment of a means of ascertaining the 

prior sanctions for use of such ingre- 
existence or waiving the applicability of 

dients in food through approvals granted 
by the United States Department of Ag- 
riculture and  the Food and Drug Admin- 
istration prior to the effective date of the 

September 6,1958. In the FEDERAS REGIS- 
Food Additives  Amendment of  1958,  Le., 

the Commissioner  proposed  new regula- 
tions (21 CFR 121.104 and 121.105) incor- 
porating a procedure for accomplishing 
ERAL REGISTER, the Commissioner is pub- 
this. Elsewhere In this issue of the FED- 

this procedure without change. Any per- 
lishing final regulations incorporating 

6on who  wishes to assert or at any time 
rely upon a prior sanction Is required to 
submit proof of such prior sanction when 
a GRAS affirmation regulation is pro- 
posed. The failure to do so constitutes a 
waiver of any such prlor sanction. The 
Commissioner has concluded that this 
procedure should be incorporated in 
other provisions of the regulations so 
that  it will apply  uniformly  whenever 

tions or limitations on ingredients wherc 
regulations are adopted setting restric- 

prior sanctions may  possibly exist. 

the Federal Food. Drug. nnd Cosnlcl.lc 
Therefore, pursuant to provisions ol 

Act  tsecs. 201(s), 402. 400. 701 In), 52 
Stat. 1046-1047 ns ~unc~~tlccl, lO!)h. ’I:! 

TER Of JUlY 26,1973 (38 20041,20048), 

Stat. 1784-1788 as arnendctl: L’i IJ n c: 
321(s), 342, 348. 371ta)) and ul\clvr N U -  
thority delegated to him (21 CIW L’ 1211 1 .  

the Commissioner  proposes to nlnc~rtl  
Part 121 : 

1. In 8 121.1 by revising paragtavll 

paragraphs (1) and  tm) as follows. 
( f ) ,  (h). ti) and (k),-and by addlng I ~ C !  

121.1 Definitions and interpretnaiwt-. 

( f )  “Common  use in food’ means a 
substantial history of consumption of a 
substance by ‘ a  significant number of 
consumers in the United States. 

* * t I 

(h) “Scientific  procedures”  include 
those human. animal, analytical, and 
other scientific studies, whether pub- 
lished or unpublished, appropriate to 
establish the safety of a substance. 

Is a reasonable certainty in the minds of 
(i) “Safe” or “safety”means that  thew 

competent scientists that the substance 
is not harmful. It is  impossible in the 
present state of scientific knowledge to 

absolute harmlessness of any substance. 
establish with  complete certainty the 
Safety may  be determined by scientific 
procedures or by general recognition of 
safety. In determining safety, the follow- 
ing factors shall be considered: 

(1) The probable  consumption of the 
substance and of any substance formed 
in or on  food  because  of its use. 
stance in  the diet, taking into account 

(2) The cumulative effect of the sub- 

any chemically or pharmacologically re- 
diet. 
lated substance or substances in such 

(3) Safety factors which, in the op!n- 

training  and experience to evaluate the 
ion of experts qualifted by scientlfic 
safety of food and food ingredients, are 
generally  recognized as appropriate. 

stance. 
(4) The benefit contributed by the sub- 

8 . * 
(k) “General recognition of safety’’ 

shall be determined in accordance with 
121.3. 

approval granted with respect to use of a 
( 1 )  “Prior sanction” means an explicit 

substance in food prior to September 6. 
1958,  by the United States Department of 
Agriculture or the Food and Drug Ad- 
minfstration pursuant to the Federal 
Fwd, Drug, and Cosmetic  Act, the Poul- 

Inspection Act. 
try Products Inspection Act, or the Meat 

tm) “Food”  includes human food, sub- 
stances migrating to food from food- 
contact articles, pet food, -and animal 
feed. 

2. By revising 8 121.3 to rend n.z fol- 
lows: 
5 121.3 Clw4livu~im~ d 11 food inprmlt- 

VIII tlh Etwcmclly r t ~ q w i ~ t l  ,(L .;,(e. 
(t;lt‘Ls). 

( a )  Gcr~crnl rccowlitlon of snfely n l n y  
be  bnscd  upon cllller ( 1 )  sclenliflc  pro- 
cedures or (2 )  In lhc cnse of a subsLance 
I I W ~  111 food prlor to Jnnuary 1, 1058. 
l l l r o u ~ l l  cx~~crlence bnsed  on  conllnon 
IIW I n  food. Qcllrrnl rccognltion of safety 

/ 
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.;~.,~~:f&d:ingridiebts. . - 
I .. Yb). :Gene&- recognition of safety 
... based  upon:seientific  ,procedures shall re- 

- ,quid  the same -quantity  and. quality of 
Scientific -evidence as.. is required. -to ob- 
tain approval of a food additive regula- 

~, tion,for the ingredient. General recogni- 
tion. of .safety-  through scientific  proce- 
dures shap.ordina.rily  be'based  upon -pub- 
lislkkstudies which may'be corroborated 
:byihhpubUsh&i studies and  other data , 
and iiifoi;matioIl: 

' ( W  General recognition of safety 
th rq~gh  .experience based on common 
use:@ 'food prior to January 1,1958, may 
be-dete-ed without the -quantity .or 
quality bf sc ienac  ~medures required 

'. for 'appro.val qf a food additive regula- 
tion. Gene&! _. recognition of safety 
through expFience .based  on  common  use 
hr .food :prior. -to - J a n w  1, 1958, shall 
+dinar-ily  be;b&ed upon-generany avail- 

3 ab1e.dat.a and information. An ingredient 
qot -in common .use in fooaprior  -to  .Janu- 

- Aion :of safety o-ply through scientific 
+ry 1;.1958, may achieve-general recogni- 

:.procedures. - -. . 
. ' ~. I :Id) The food -ingredients listed as 
. .GFLAS in 9 121;lOl or affmned as GRAS 
*'.hi 4 -121,104 .oi 0- 121.105 .do not include ;.:$.I S u h ~ b c e s  khat are  .generam recog- 
nized as  safe for, their .intended use .m 
food.,-Because: of .the ..large number of 

.Substances the,.&&nded use of which 
resplts..or may-reasonably be expected to 

-result, directly or,indirectly, in  their be- 

,the characteristics of food. it is im- 
coming a component or otherwise affect- 

, practicable .tolist a l l  6uch:substances that 
, ,-. are GRAS. A ,food. ingredient of natural 
~' biological  .origin that 'has been widely 

consurqe,d for its nutrient .properties in 
the  United-States prior to January 1, 
1958;-d$ithout known detrimental.effects. 
whi-ch. is subject only to conventional 
processing as practiced prior to  January 
1; l958,.-and for which no known safety 
-hazard.exists, will ordinarily be regarded as GRAS without specific inclusion in 

- (e) Food ingredients were listed as pg-l21-.101, 121104, or 121.105. 

without-a detail@ scientific review of all 
available data ,and information relating 

"to4Iieir  safety. *Beginning in 1969, the 
F e d  :and Drug Administration has un- 

, stat& of all ingiedients used'in food on 
dertaken . a systematic review of the 

-the.determination that they are GRAS or 
subject- to a -prior sanction. All determi- 
mitions of -GRAS status or food additive 
status or- prior sanction status  pursuant 
'to this review shall 'be handled pursuant 

,mation .of GRAS status shall be handled 
pursuant to 5 0  121.104 or 121.105. The 
result of such review shall also be made 
known by an appropriate reference under 
the heading for the column "Limitations, 
restrictions, or explanations" in the 
tables-in 5 121.101. 

'Ingreaents wlllbe reviewed and affirmed 
(f) ,The status of the following  food 

as ORAS or determined to be a food ad- 

- 

> .  

GRAS in 0 121.101 during 1958-1962 

. to $ 5  121.40, 121.41, and 121.4000. A m -  

sumed for  its  nutrient properties &I the 
United States prior to January 1. 1958, 

which .no health hazard is- known, and 
without known detrimental effect, for 

which has .been  modified by processes 
first introduced into commercial  use after 

be expected signilicantly to  alter  the 
Januarg 1, 1958. which may reasonably 

-composition of the substance. 

cal origin that has been widely consumed 
(2 )  Any substance of natural b-iologi- 

for its nutrient properties in the United 
States prior to January 1, 1958, without 
known detrimental effect, for which no 
health hazard is known, -that has had 
significant alteration of composition by 
breeding or selection after  January 1, 
1958, where the  change may be reason- 
ably expected to alter  the nutritive value 
or the concentration -of toxic constitu- ents. 

(3) Distillates, isolates. extracts. con- 

ucts'of GRAS substances. 
centration of -extracts, or reaction prod- 

(4) Substances not of a natural bi- 
ological  -origin, including those for which 
evidence is offered that they are identi- 
cal to a GRAS counterpart of natural 
biological -origin. 

(5) Substances of natural biological 
origin intended for consumption for 
other  than their  nutrient properties. 

(g) A fopd ingredient that is not 
GRAS or subject to a prior sanction re- 
quires a food additive regulation promul- 
gated under section 409 of the  act or a 

under Part' 122 of this  chapter before it 
tolerance or action level promulgated 

may be .used in food as an added sub- 
stance. 

(h) Unless i\t is afiirmed as GRAS for 
a specific  use prior to general evaluation 

that is listed as GRAS in 0 121101 or 
of -use of the ingredient, -a food ingredient 

shall be regarded as GRAS only if, in 
affirmed asGRAS in 0 0  121.104 or 121.105 

addition  to all the requirements in the 
applicable regulation, it also meets a l l  of 
the following requirements: 

roc$ grade speclilcations ,of the Food 
(1)  It complies with any applicable 

Chemicals Codex, 2d Ed. (1972) 
(2) It perform  an appropriate func- 

tion in  the food in which it is used. 
(3) ,It is used at a level no higher than 

necessary to achieve its intended purpose 
in that food. 

(4) I f  it is affirmed as GRAS in 
9 8  121.104 or 121.105 with n o  limitation 
other than -good manufacturing prac- 
tices, its conditions of yse are not sig- 
nificantly different from those reported 
in the regulation as the basis on which 
the GRAS status of the substance was 
a r m e d .  

(5) If it is affirmed as GRAS in 
,9§ 121.104 or 121.t05 with specific limita- 
tion(s), it is used in food only within such 
limitation(s) (including the category of 

Academy of Gcienoes, 2101 Constitution Ave. 
1 Copies may be obtained from: Netional 

NW., Washington. D.C. 20037. 

-campliance with each such es$aWed 
limitation shall require a food additive reg-Ilhti0Il. 

W A food ingredient that .Is aBirmed 
&S GRAS in 0 0  121.104 or 121.105 for 'a 
specific wk), prior to general evalua- 
tion Qf useof the ingredient, .shall be re- 
garded as GRAS if, in addition -tO.aU the 
requirements in the applicable regula- . 

graph 4h) (13, (2)., and ( 3 )  of %his sec- tion, it meets the requiremats of p a r a -  
&ition. In addition to the usels) . m d  
in the applicable regulation. other uses 
of such anlngredient may also b e  GRtas.  
Any a m a t i o n  of GRAS status .far a 
specific use(s), prior to general evadua- 

reconsideration upon such evaluation. 
tion of use of the ingredient, is subject to 

Cj) New information m a y  at  any time 
require reconsideration of the G R a s  
status of a food ingredient. Any change 
in 35 121.101.  121.104, M 321.105 s h a l l  be 
accomplished pursuant to 8 121.41. 

3. By adding a new 0 l21.l.4 to read as 
follows : 

121.14 Prior sanctions. 

(a) A prior sanction .shall exist only 
for a speciflc useW of .a substance in 
food, ie-. the levelfs) , canditio$s),. prod- 
uct(s), e k ,  for which there was explicit 
approval by the Food cad Drug A W -  
.istration or the U n i t e d  States Depart- 

1958. 
men't of agriculture prior to September 6. 

(b) The existence of a -prior sanc'i.bn 
exempts the sanctioned users) from the 
food additive proyikions of the act but not 
from the .okher adulteration or the mis- 
branding provisions of the act. 

(c) All known prior sanctions shall be 
the -subject of a regulation published in 
Subpart E a f  this part. Anu such m- 
uon is subject to amendment to' impose 
whatever limitatiods) or coqditionls) 
may be nece-ssary for the safe use of the 
ingredient, or revocation to prcihibit use 
of the Ingredient, in order to prevent the 
adulteration of food in violation of sec- 
tion 402 of the act. 

(d) In proposing regulations rrffirmine 
the GRAS stELtus of substances added 
directly to hum-  food in 3 121.104 or 
substances in food-contact surfaces in 
0 121.105, or in establishing a food addi- 
tive regulation for substances added 
directly to human food in Subpart P of 
this part or food additives in food-con- 
tact surfaces in Subpart F of this pad, 
the Commissioner s h a l l ,  ff-he Is aware of 
any. prior sanction  for use of the ingredi- 

proposed in the regulation, concurrentls 
ent under bonditions different f r&'those 

propose a separate regulation covering 

E of this part. If the Complissioner is 
such use of the ingredient under  Subpart 

unaware of any such applicable prior 
sanction, the proposed regulation w i l l  SO 

tends  to assert or rely on such s d i o n  
state and will require ang person who in- 

to submit proof of its existence. Any food 
additive or GRBS regulation Promul- 
gated pursuant to this part constltytes 
a determination that excluded  uses'wodd 

ocToo5s 
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result in  adulteration of the food in 
violation of section 402 of the  act,  and 

with proof of such an applicable-prior 
the  failure of any person to come forward 

sanction  in response to a proposal will 
constitute a waiver of the  right to assert 
or rely on such sanction at any later 
time. The notice will also constitute  a 
proposal to  establish a regulation  under 
Subpart E, incorporating the same Pro- 
visions, in the event that  such a regula- 
tion is determined to be appropriate 
as a  result of submission of proof of such 

to the proposal. 
an applicable prior sanction  in response 

4. By amending 8 121.40 to add the fol- 
lowing new paragraph  (c) (6) to  read as 
follows : 
0 121.40 Affirmation of generally rec- 

ognized  as  safe (GRAS) status. 
* * * 

(c) * * 
(6) The notice of filing in  the FEDERAL 

REGISTER will request submission of proof 

of the ingredient under conditions dif- 
of any applicable prior sanction  for use 

ferent from  those proposed to be deter- 
mined to be  GRAS. The  failure of any 
person to come forward with proof  of 
such an applicable prior sanction in re- 
sponse to the notice of filing will consti- 
tute a waiver of the right to assert or 

The notice of filing will also constitute 
rely on such sanction at any later time. 

Subpart E, incorporating the  same pro- 
a proposal to establish a regulation under 

tion is determined to be appropriate as a 
visions, in  the event that  such a regula- 

result of .submission of proof  of such an 
applicable prior sanction in response to 
the notice of filing. 

paragraph  (dl  to read as follows: 
5. By amending 0 121.41 to add a new 

§ 121.41 Determination of food addi- 
tive  status. 
* 0 * m 

(d) If the Commissioner of Food and 
Drugs is aware of any  prior sanction for 
use of the substance, he will concurrently 
propose a separate regulation covering 
such use of the ingredient  under Subpart 
E of this part. If the Commissioner is un- 

tion, the proposed remation will so state 
aware of any such applicable prior sanc- 

and will require any person who intends 
to  assert or rely on such  sanction to sub- 
mit proof of its existence. Any regulation 
promulgated pursuant to this section 
constitutes a detelmination  that ex- 
cluded uses would result in adulteration 
of the food in violation of section 402 of 
the act, and  the  failure of any person to 
come forward with proof of such an ap- 
plicable prior  sanction in response to the 
proposal will constitute  a waiver of the 
right to assert or rely on such sanction a t  
any  later time. The notice will also con- 
stitute a Proposal to  establish  a regula- 

same provisions, in the event that  such 
tion under Subpart E, incorporating the 

a  regulation is determined to be appro- 
priate  as a result of submission of  proof 
of such an applicable sanction  in re- 
sponse to  the proposal. 

6. By amending 9 121.104 to add a new 
sentence to paragraph  (a)  and by adding 

new subparagraphs (l), (21, and (3) to 
paragraph (b) to read as follows: 
0 121.104 Substances  added  directly  to 

human  food affirmed .as  generauy 
recognized as safe (GRAS). 

(a) * * The regulations in  this sec- 
tion shall sufficiently describe each in- 
gredient to identify the characteristics 
of the ingredient that  has been affirmed 
as GRAS and to differentiate i t  from 
other possible versions of the ingredient 
that have not been affirmed as GRAS. 

(b) * * * 
(1) If the ingredient is affirmed as 

GRAS with no limitation other  than good 
manufacturing practices, it shall be re- 
garded as GRAS as long as its conditions 
of use are  not significantly different from 
those reported  in the regulation as  the 
basis on which the GRAS status of the 
substance was affilmed. 

(2) If the ingredient is affirmed its 
GRAS with specific limitation(s1, it shall 

tion(s) (including the category of 
be used in food only within such limita- 

food(s),  the functional useW of the  in- 
gredient, and  the level(s) of use). Any 
use of such an  ingredient not  in fu l l  
compliance with  each  such established 
limitation shall require a food additive 
regulation. 

GRAS for a specific  use, prior to general 
(3) If  - the ingredient is aflirmed as 

evaluation of use of the ingredient, other 
uses may also be GRAS. 

* * * t 

7. By-amending 5 121.105 to  add  a new 
sentence  to paragraph  (a)  and by add- 
ing new subparagraphs (1) and (2) to 
paragraph (b) to read as follows: 
Q 121.105 Substnnccs in food con1;wt 

s u r f a c e  aK1rnted as generally  recog- 
nized as safe ( G U S ) .  

(a) * * * The regulations in this sec- 
tion shall sufficiently describe each in- 

of the ingredient that  has been affirmed 
gredient to identify the characteristics 

as GRAS and to differentiate it  from 

that  have not been  affirmed as GRAS. 
other possible versions of the ingredient 

(b) * * * 
GRAS with no limitation other  than 

(1) If the ingredient is affirmed as 

good manufacturing practices, it shall 

ditions of use are  not significantly dif- 
be regarded as GRAS as long as its con- 

ferent  from those  reported in  the regu- 
lation  as  the basis on which the GRAS 
status of the substance was affirmed. 

(2) If the ingredient i s  afiirmed as 
GRAS with specific limitation(s) , it' 
shall be used in food-contact surfaces only within such  limitationb) (includ- 
ing the category of food-contact sur- 
face(s),  the functional use(s) of the  in- 
gredient, and the levelts) of use). Any 

pliance with  each such established lim- 
use of such an ingredient not  in full com- 

itation  shall require a food additive 
regulation. 

(3) If the ingredient is af6rmed as 
.GRAS fur a specific  use, prior to genera1 
evaluation of use of the ingredient, other 
uses may also be GRAS. 

* * * 

Interested persons may, on or before 
December 23, 1974, file with the Hearing 
Clerk, Food and Drug Administration, 
Rm. 4-65, 5600 Fishers Lane, Rockville. 
MD 20852, written comments (preferably 
in quintuplicate) regarding this pro- 
posal. Comments. may be accompanied 
by a memorandum or brief in support 
thereof. Received comments may be 
seen in  the above  office during working 
hours, Monday' through Friday. 

Dated : September 9,1974. 
A. M. SCHXIDT, 

Commissioner of Food and Drugs. 
[FR Doc.74-21203 Filed 9-20-74;8:45 W] - 

[ 21 CFR Part 121 ] 
BENZOIC  ACID  AND SODIUM BENZOATE 
Proposed Affirmation of GRAS Status a s  

Direct HumanFood Ingredients 
The Food and Drug Administration is 

rect  human food ingredients classified 
conducting  a comprehensive studY of di- 

as generally recognized as safe (GRAS) 
or subject to a prior  sanction. The COm- 
missioner of Food and Drugs has issued 
several notices and proposed regulations, 
published in  the FEDERAL REGISTER Of 
July 26, 1973  (38 FR 20035-20057), im- 
plementing this review. Elsewhere in 
this issue of the FEDERAL REGISTER, the 
Commissioner is issuing the final regula- 
tions  resulting from those proposals. 
Pursuant  to this review, the  safety Of 
benzoic acid and sodium benzoate has 
been evaluated. In  accordance with the 
provisions of 8 121.40, the Commissioner 
proposes to affirm the GRAS status of 
these two ingredients. 

Benzoic acid (benzencarboxylic acid) 
and its sodium salt, sodium benzoate 
(benzoate of soda) were listed in 0 121.- 
101(d) (2) as GRAS for use in food as 
0.1 percent, published in  the FEDERAL 
chemical preservatives at  a maximum Of 

REGISTER of November 20,  1959  (24 FR 
9369). Subsequently, sodium benzoate 
was listed in S 121.2001 as prior-sanc- 
tioned  for use in food as an antimycotic 
in the  manufacture of food-packaging 
materials  in  the FEDERAL REGISTER of 
February 2,1960  (25 FR 866). 

have been the subject of a search of the 
Benzoic acid and sodium benzoate 

scientific literature from 1920 to  the Pres- 
ent.  The  parameters used in  the search 
were chosen to discover any articles that 
considered (1) chemical toxicity, (2) oc- 
cupational hazards, (3) metabolism, (4) , 

reaction products, (5)  degradation  prod- 
ucts, (6) any reported carcinogenicity. 

response, (8) reproductive effects, (9) 
teratogenicity or mutagenicity, (7)  dose 

histology, (10) embryology, (11) behav- 
ioral effects, (12) detection, and (13) 
processing. A total of 1527 abstracts on 
benzoates and benzoic acid was reviewed 

from  the  literature survey have been 
and 42 particularly pertinent reports 

Review. 
summarized in a Scientific Literature 

A representative cross-section of loo 
manufacturers was surveyed to deter 
mine the specific foods in which benzoic. r. 
acid and sodium benzoate wcrc usccl n n c l  
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