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Electronic Format for Food Additive
and Color Additive Petitions

This draft guidance represents FDA's current thinking on regulatory submissions in
electronic format. It does not create or confer any rights for or on any person and
does not operate to bind FDA or the public. An alternative approach may be used if
such approach satisfies the requirement of appllcable statutes and regulations. The
draft guidance is being distributed for comment purposes in accordance with FDA's
Good Guidance Practices (65 FR 56468; September 19, 2000).
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L INTRODUCTION

(Back to Table of Contents)

This is one in a series of guidance documents intended to assist applicants when making regulatory
submissions in electronic format to the Office of Food Additive Safety (OFAS), Center for Food
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Safety and Applied Nutrition (CFSAN) of the Food and Drug Administration (FDA). OFAS will
update guidance documents on electronic submissions périodically to reflect evolving technology and
the experience of those using this technology.

" This guidance discusses issues related to.the electronic submission to OFAS of Food Additive
Petitions (FAPs) and Color Additive Petitions (CAPs), and any supplements and amendments to those
petitions. Guidance for Generally Recognized as Safe Notifications (GRNs), Biotechnology
Notifications (BNFs), and Food Contact Substances Notifications (FCNs) will be published separately.
For guidance on general issues relevant to electronic submlssmns for GRNs, FCNs, and BNFs, as well
as FAPs and CAPs, refer to the companion guidance document, Providing Regulaz‘o;y Submissions in
Electronic Format - General Considerations. :

If you have any questions regarding electronic submissions or requirements for submitting petitions,
send an e-mail: elecsub@cfsan.fda.gov.

II. GENERAL ISSUES
(Back to Table of Contents)

Title 21, Code of Federal Regulations (CFR), Section 171.1 for food additives and Section 71.1 for
color additives provide general requirements for submitting petitions to the Office of Food Additive
Safety (OFAS), CFSAN of FDA. The additional information prepared by OFAS to facilitate the
preparation and submission of petitions is located at the CFSAN Web site: '
http://www.cfsan.fda.gov/~dms/opa-toc.html.

A. Refuse to File

OFAS may refuse to file a submission, amendment or supplement under 21 CFR 71.1 and 171.1, if
either paper or electronic portions are incomplete. See 21 CFR 71.1(d), 171.1(g). Following this
guidance document will help to ensure that your electronic submission meets the general requirements
in21 CFR 71.1 and 171.1 and can be easily archived, entered on our network drives, and reviewed
within the specified time frame using our software tools.

B. Paper Copies

Under 21 CFR 71.1(c) and 171:1(c), petitioners must submit FAPs and CAPs in triplicate. However in
the Federal Register of March 20, 1997 (62 FR 13467), the Agency announced the establishment of a
docket, number 925-0251, http://www.fda.gov/ohrms/dockets/9250251/92s0251 htm, listing the type
of submissions the Agency can accept in electronic format. When certain criteria are met, 21 CFR part
11 provides for both the submission of electronic records in lieu of paper records and the substitution
of electronic signatures for "handwritten signatures...or general signings" in connection with such
submissions. However, OFAS has not developed procedures sufficient to permit acceptance of
electronic signatures at this time. Under 21 CFR 71. 1(e) and 171.1(e), FAPs and CAPs must be
signed. Therefore, after OFAS has indicated in the docket number 92S8-0251, that it is accepting FAPs
and CAPs in electronic format, a complete version of the petition in paper format ("paper copy™),
including the signed application, must accompany any petition submitted in-electronic format. When
OFAS is prepared to accept electronic signatures, the docket number 928-0251 will so indicate.

http://www.cfsan.fda.gov/~dms/ 7/24/01
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Any portion of the submission that is not providéd in electtonic format and submitted on paper only
must be submitted in triplicate. See 21 CFR 71.1(c), 171,1(c). However, for any portion that is
submitted in both paper and electronic format, the Agehéy intends to accept one copy in each format.
Further, if a submission contains both electronic and paper sections, the index (commonly referred to
as the table of contents) for the submission should include the location of information submitted as a
paper copy. It should also identify the location of the electronic files by file and folder name. The
location of information provided on paper only should bé noted within the electronic submission
through the use of a placeholder. The placeholder shoul;di direct the reviewer to the paper copy and
provide the volume and page number of the submission;Whenever possible, the electronic copy of the
petition should include all elements of the submission.

The following steps will help you assemble a paper copy:

1. Use the archival Portable Document Format (PDF) file to generate the paper copy. This will
‘ensure that the paper copy is an accurate and complete copy of the archival document.

2. The paper copy should be assembled in the same order as it appears in Table 1, Section- 111 Pé_rt
B.

3. Ifthe documents are small, you may combine many in one volume, separating each document by
a tab identifying the document.

4. Include a copy of the section's table of contents at the beginning of the technical section so that
each document can be located by volume number. The table of contents should include the .
document name and the location of copy by volume(s). If the copy is electronic, you should
provide the folder(s) and file name. - |

C. Supplements and Amendments

This guidance applies equally to the original submissions, supplements, and amendments to all of the
Food Additive and Color Additive Petitions except the cover letter. If the submission is a supplement
or amendment, the cover letter should be placed in the Administrative/Correspondence/Incoming
Folderand the cover letter for the supplement or the amendment should include hypertext links to the
data in the appropriate folder (e.g. Chemistry Folder, Safety Folder, etc.).

D. Electronic Signatures

OFAS is developing procedures to allow for the submission of electronic signatures. Until OFAS is
prepared to accept electronic signatures, a complete paper copy, including the signed application, must
accompany all FAPs and CAPs submitted in electronic format. OFAS will post a notice at docket 92S-
0251 when it is prepared to accept electronic signatures. - ‘

III. ORGANIZING THE MAIN FOLDER

\
(Back to Table of Contents) ;
Currently, the Food Additive Submission Application F§nn (Appendix B) and the Color Additive

|
[
I
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Petition Application Form (Appendix C) outline th& Components required for the submission of food
additive or color additive petitions.

All electronic documents and datasets that are part of thé electronic petition should be placed in a

- Main Folder entitled MAIN. After assigning a reference number to the petition, the reference number
will be used as the title of the Main Folder. When mform‘atlon is submitted to a preexisting electronic
submission, the assigned petition type and number will be used as the tltle of the Main Folder (e.g.
FAPOB1234). N

A. Subndission Structure

The structure and content of both electronic and paper submissions to OFAS should be based on the
Application Form. Subsequent to the delivery of the original submission or supplement, any additional
electronic and/or paper information will be added to the existing network based copy of the
submission and distributed to appropriate reviewers. The root directory of an electronic petition
should contain a roadmap. pq’f file to direct the review team to the original submission and to all .
subsequent information added to the petition.

OFAS recommends that a roadmap.pdf file be used to establish hypertext links to the petition's main
table of contents as well as associated folders and files of the submission. This "roadmap” should be
updated and resubmitted as additional information is added to the application. An example of a
roadmap format is shown in Figure 1

The roadmap file will not contribute in any way to the content of the petition. It is merely a map,
‘intended to facilitate navigation through the contents of the submission. The submission's roadmap.pdf
file should be easily updated or modified using the "Replace file" command under the "Document”
menu option in Adobe Exchange or Adobe Acrobat 4.0 or 5.0. This function automatically replaces
the old hypertext links to previously submitted sections of the petition while still allowing creatlon of
the new links corresponding to newly submitted mformatlon

FDDd or Color Additive Subnnsmonﬁpphcatmn pdf

% Adrmini strative TOC.pdf
Proposed Regulation.pdf
Proposed Tdlerance pdf

% Chemistry TOC pdf

B Intended TEpdf
%) iy pof
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oy Usendl
Anglytical and Meéhéddl o gy pdf

Each study will be savedasa single FDF fle

g N mll be savedasa danfdle PDF file

......... ! Erﬁrimmnfmtal TOC pdf
ik Emfimmnantal Assessrnmt.ﬁdf‘

% Each study will be savedasa singe PCF file

.54 Fach reference will bé savedasa single PDF file
|

File and folder structure for

Original Submission

Links

Folder

PTF File

Figure 1: Example of Roadmap.pdf for Originai Food Additive Petition Submission

B. Folders

i
Inside the Main Folder, all documents and datasets should be organized in accordance with the items:

described on page 2 of the Application Form (Appendices B and C). Each item should have an
assigned subfolder where documents and datasets that belong to that item are placed. Table 1 lists

http://www.cfsan.fda.gov/~dms/ 7/24/01
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these items and file/folder names.

Table 1: Items contained within a MAIN folder as described in both Application
Forms

Egl_nj Description JjFOlder/File Name
1__} Cover Letter (Box 16 in Application Form) J Cover.pdf
: lz [lPetmon Table of Contents (Box 16 in Apphcatlon Form) [Petition TOC.pdf
l___[LApphcatlon Form L prplication‘pdf
]
j

J
|
|
|
|4 “Executwe Summary (Box 16 in Application Form) ]Executive Summary.pdfj
|
|
J
J

E ”Administrative Section (Box 19 in Applicdjtibn Form) @ministrative Folder
_ !g__l@hemistry Information (Box 17 in Application Form) jLChemistry Folder
lz__'@afety Information (Box 18 in Application Form) “Safety Folder
lS__JEEnvironmental Information (Box 20 in Application Form)ﬂEnvironmental Folder

Figure 2 is an example of the contents included in the Main Folder. Each item from Table 1 appears as
a separate folder and a file.

....... i

micietratie  Chepishy  Emvvorments Salety

- ST ;3

of Cordant,..

Figure 2: Example of the contents of the Main folder

C. Item 1: Cover Letter

Inside the MAIN folder, you should provide a cover letter as a PDF file named cover.pdf. This cover
letter should be included with any paper only portion of the archival copy. The cover letter should
include the following items:

. A description of the submission including applicable regulatory information.

o A listing of the submitted sections ﬁled as paper, ﬁled only in electronic format, or in both paper

and electronic formats. ;

e A description of the electronic submission inc‘luding‘kthe type and number of electronic media

http://www.cfsan.fda.gov/~dms/ | 7/24/01
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used (e.g., two sets of three CD-ROMs). The approximate size of the submission (e.g., 2 GB),
including the format used for DLT tapes.

o , : .
o A statement that the submission is virus free with a description of the software (name, version
and company) used to check the files for viruses. !
: |
o The regulatory and information technology points of contact for the application to include
names, telephone numbers, and electronic mail a(}lc‘h’esses if available.
“ |
D. Ttem 2: Petition Table of Contents 1

Each electronic submission should provide a comprehensive table of contents that will include the
appropriate hypertext links. The Petition Table of Contents is simply a list of the items as shown on
page 2 (Boxes 16 through 20) of the Application Forms. It should be a single PDF file. The file
containing the table of contents of an original submission for the petition should be named Petition
TOC.pdf (See Table 2, below). It should be placed inside of Main Folder.

When an item is in paper format only, the volume numHérs that hold the item should be listed in the
table of contents. When items in a petition are in both p“af)er and electronic format, both the volume
number and the folder name should be listed in the table of contents.

Table 2: An example of the petition tablev of contents

Ilt_e_nl”Description ]ﬁ’a‘per copy volume number]FElectronic copy folde'r‘|
{1 JCover Letter | ]ﬁ : ”Main Folder —‘
12 “Petition Table of Contents]ﬁ o [E\/Iain Folder f
E—__‘B&pplication ' TE i nMain Folder ‘
[4 f]Executive Summary l 1 | - [B/Iain Folder T
E_‘ Administrative ’ IN/A 1 “ Administrative Folder W
\6 [Chemistry WE\T/A 1 f » iLChemistry Folder j
[7 ISafety ' “N/A' f ]Safety Folder ' }
8 }Environmental ’ 1&/ A | ;Environmental Folder 1

. A hypertext link should be provided from the petition tahi‘e of contents to the corresponding tables of
contents for each item (e.g., Chemistry, Safety, Administgative, and Environmental). The table of
contents for a particular item should appear within that item's folder. Within the item's table of
contents, hypertext links should be included for the Pez‘l’tiion T0C.pdf.

Items 1, 2,3, and 4 in Table 2 are single documents andidb not have their own table of contents. In
such cases, the hypertext link from the first level table of A‘ontents should go directly to the document.
E. Item 3: Food or Color Additive Submission Application -

“ .
You should provide the Application as a PDF file named application.pdf inside the Main Folder. See
Appendix B for a Food Additive Petition Submission Aﬁplication or Appendix C for a Color Additive

" Petition Submission Application. On page 2 of both Application Forms, you should note, next to each

http://www .cfsan.fda gov/~dms/ ' | 7/24/01
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item, in what format the documents reside, paper format, or both paper and electronic format. The
applicant should follow the format of the electronic submission on page 2 of the Application Form and
indicate with a check mark next to each item if the documents are included in the submission. The
paper copy must also include a s1gned application.

F. Item 4: Executive Summary

This is not required by 21 CFR 71.1 or 171.1. However if an executive summary is included in your
submission, it should be placed inside the Main Folder. This is a single PDF file and named as
Executive Summary.pdf. Executive summaries help the agency to understand the petition request and,
therefore, help to facilitate review of the petition.

IV. ORGANIZING THE SUBFOLDERS
(Back to Table of Contents)

An electronic copy of the application should contain the documents and datasets corresponding to the
items listed on page 2 (Boxes 16 through 20 of the Food or Color Application Form).

A. TItem 5: Administrative Subfolder

All letters to OFAS for the submission should be placed in a single folder named Administrative
except for the cover letter for the original submission. If the submission is a supplement or
amendment, the cover letter should be placed in a subfolder named /ncoming within the subfolder
named Correspondence. Examples of the organization of the Administrative folder for original
submission and supplement are pictured below (Figure 3).

upriement Dove, f:aif‘

Example of Supplement

T Example of original submission

Figure 3: Example of Administrative Folder for Food Additive Petition

1. Administrative Table of Contents (Administrative TOC.PDF)

A table of contents listing all files provided in the Administrative item should be included as a PDF file
named Administrative TOC.pdf. You should use the example headings below to organize the files in

http://www.cfsan.fda.gov/~dms/ 7/24/01
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‘ .
|
the table of contents. You should provide the locatlon of the paper copy by volume number and the
location of the electronic copy by folder and filé fiamé. A‘S part of the table of contents for the
submission, a hypertext link should be created between the documents listed in the table of contents
and the corresponding PDF file and bookmarks for each item in the table of contents. You should
place the Administrative TOC.pdf file in the Admzmstratz\ve folder.
All files in the Administrative Folder should have hyperte!xt links from Administrative TOC.pdf. If a
submission is a supplement or amendment, hypertext linkis to appropriate data should be created.

1a. Bookmarks and Hypertext links

For all documents with a table of contents, you should provide bookmarks for each item in the
document's table of contents including all tables, figures, references, and appendices including
datasets, if applicable. These bookmarks and hypertext links serve as part of the comprehensive table
of contents for submission.

Hypertext links provided throughout the body of the document to supporting annotations, related
sections, publications, appendices, tables, or figures that are not located on the same page help the
user to navigate more efficiently through a document. For a reference list at the end of the document,
a hypertext link should be provided at the end of the document to the appropriate PDF files in
References Folder. '

.1b. Dataset Format

Each dataset should be provided as an SAS transport file as described in the companion guidance,
"Providing Regulatory Submissions to OFAS in Electronic Format - General Considerations." Data is
imported using various software tools. The most commonly used tools include: database programs,
spreadsheet programs, and statistical analysis programs.

Many of the software tools used by the reviewers require datasets to be loaded into random access -
memory (RAM) prior to opening the file. Therefore, dataset files should be organized so the size is
less than 50 MB per file. The files should not be compressed. Each dataset should be saved as an
individual file and the name of the file will not exceed 8 characters in length.

Table 3: Items in Administrative Folder

E‘ile/Folder Name Description | ] Petition Typej
Administrative TOC.pdf ¥ Administrative Table of Contents|CAP, FAP ;
IProposed Tolerances.pdf 1{21 CFR 171.1(¢) F; 71.1(c) F WCAP FAP ‘
}Proposed Regulation.pdf ][21 CFR171.1(¢) G; 71.1(c) H “CAP FAP J

Batch Certification.pdf 21 CFR 71.1(c) G CAP

Or ’

Information to Exempt.pdf

[Prescribed Fee.pdf J21cRR 711 T  car |
|

2. Proposed Tolerances. PDF

i
|

http://www.cfsan.fda.gov/~dms/ , 7/24/01
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A Proposed Tolerance.pdf must be provided if tolerances aré required in order to ensure its safety.(3)
(21 CFR 171.1{c) F; 71.1(c) F)

3. Proposed Regulation. PDF

A proposed regulation may be included (Proposed Regulatzon pdf). If a petition is submitted to

modify an existing regulation issued pursuant to section 409(c)(1)(A) of the Federal Food, Drug and
-Cosmetic Act, full information on each proposed change fthat is to be made in the original regulation
must be submitted. (21 CFR 171.1(c) G; 71.1(c) H) ‘

4. Batch Certification.PDF / Information to Exempt PDF

If exemption from batch certification is requested, you must include the reasons such certification is
not necessary, including supporting data to establish the safety of the intended use. (21 CFR 71.1(c)
G) 3

5. Prescribééi Fee PDF

You must state either that the prescribed fee of $ for admutting the color additive to listing is
enclosed or that there is an advance deposit adequate to cover the fee. (21 CFR 71.1(c) I)

B. Item 6: Chemistry Subfolder

OFAS has published several recommendations to assist petitioners in the preparation of the chemistry
portion of petitions. They are available at the CFSAN web site, Chemistry Guidance Documents,
Chemistry Reference Documents and Guidance for Industry - Preparation of Premarket Notification
for Food Contact Substances: Chemistry Recommendation. These recommendations will assist
applicants to organize studies in the Studies folder.

Two folders should be created to organize files in the Chemistry folder: Studies and References. The
folder structure is pictured in the Figure 4.

Chomivng  Uerllapd  Happdl {y&m*im gi,m =

T o ¥ plf

Figure 4: Example of Chemistry Folder

1. Chemistry Table of Contents (Chemistry TOC.PDF)

http://www.cfsan.fda.gov/~dms/ ? 7/24/01
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A table of contents listing all files should be provided in thé Chemistry folder as a PDF file named
Chemistry TOC.pdf. You should use the example headings below (Table 4) to organize the files in the
table of contents. Also, you should provide the location of the paper copy by volume number and the
location of the electronic copy by folder and file name. 1‘&9 part of the comprehensive table of contents
for the submission, you should provide a hypertext link between the documents listed in the table of
contents and the corresponding PDF file and bookmarks for the each item in the table of contents. The

Chemistry TOC.pdf file should be placed in the Chemistry folder.
la. Bookmarks and Hypertext links

For all documents with a table of contents, you should provide bookmarks for each item in the

- document's table of contents including all tables, figures, references, and appendices including
datasets, if applicable. These bookmarks and hypertext links serve as part of the comprehensive table
of contents for submission.

Hypertext links provided throughout the body of the document to supporting annotations, related
sections, publications, appendices, tables, or figures that are not located on the same page help the
user to navigate more efficiently through a document. For a reference list at the end of the document,
a hypertext link should be provided at the end of the document to the appropriate PDF files in
References Folder.

1b. Dataset Format

Each dataset should be provided as an SAS transport file as described in the companion guidance,
"Providing Regulatory Submissions to OFAS in Electronic Format - General Considerations." Data is
imported using various software tools. The most commonly used tools include: database programs,
spreadsheet programs, and statistical analysis programs.

Many of the software tools used by the reviewers require datasets to be loaded into random access
memory (RAM) prior to opening the file. Therefore, dataset files should be organized so the size is
less than 50 MB per file. The files should not be compressed. Each dataset should be saved as an
individual file and the name of the file will not exceed 8 characters in length.

Table 4: Items in Chemistry Folder

File/Folder Name ~ Deécription Petition
Type
[Chemistry TOCpdf }'Chemistry Table of Contents JCAP, FAP J
Identity.pdf | Chemical Identity, 21 CFR 171.1 (c) A; 71.1(c) A |CAP, FAP |
Use pdf |Chemical Use, 21 CFR 171.1 () B; 71.1 () B |[CAP, FAP |
Intended TE.pdf Intended Technical Effect, 21 CFR 171.1 (c) C; 71.1 |CAP, FAP
' (c)B |

Analytical and Analytical and Methodology, 21 CFR 171.1(c) D; |CAP, FAP
Methodology.pdf 71.1(c)C

| Studies |Folder |lcAP, FAP |
References ]E’ older : ' lCAP, FAP J

http://www.cfsan fda.gov/~dms/ ' 7/24/01
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2. Identity.PDF

This file must contain information concerning the food jor color additive including:
o The name and all pertinent information concerning the additive, mcludmg chemical identity and
composition of the food or color additive.
1
e The additive's physical, chemical, and biological f)fopenies.
-e Specifications prescribing the minimum content of the desired component(s) and specifications
that identify and limit the reaction byproducts and other impurities.

o Stability data, and, if the data indicate that it is needed to insure the identity, strength, quality, or
purity of the color or food additive, the expiration period that will be employed as well as any
packaging and labelmg precautions needed to preserve stability (21 CFR 171.1(c) A; 71.1 (¢)
A).

3. Use.PDF

You must include information regarding the chemical use and detail the amount of the food or color
additive proposed for use, the type of food or product in which the additive is to be used, and the
purposes for which it is proposed. The Use.pdf must also include all directions, recommendations, and
suggestions regarding the proposed use, as well as specimens of the labeling proposed for the food
additive and any labeling that will be required by applicable provisions of the Federal Food, Drug, and
Cosmetic Act on the finished food by reason of the use of the food or color additive (21 CFR 171.1(c)
B; 71.1(c) B).

4. Intended TE.PDF

You must include information regarding data establishing that the food additive will have the intended
physical or other technical effect or that it may reasonably be expected to become a component, or to
affect the characteristics, directly or indirectly, of food and the amount necessary to accomplish this or
the amount of the color additive proposed for use and the color effect intended to be achieved. These
data should include information in sufficient detail to permit evaluation with control data. This
information should be a single PDF file and placed in the Chemlsﬂy folder (21 CFR 171.1(c) C; 71.1

(c) B).
5. Analytical and Methodology PDF

You must include a description of practicable methods to determine the amount of the food or color
additive in the raw, processed, and/or finished food or product and, for food additives, any additional
description of any substance formed in or on such food or product because of its use. The test
proposed must be one that can be used for control purposes and that can be applied with consistent

results by any properly equipped and trained laboratory personnel. (21 CFR 171. 1(c) D; 71.1(c) C)
\

|

1

Each study report should be provided as a separate PDF ,ﬁ;le. All'studies should be placed into a single

I

http://www.cfsan fda.gov/~dms/ ‘ : 7/24/01
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folder named Studies. The Studies Folder should be placed in the Chemistry Folder. The PDF file
name will be the same as the title of the study. A file namé can contain up to 80 characters, including
spaces. It cannot contain any of the following characters< \/ ¥ "% H#+

Because files sized 50 Megabytes (MB) or larger are tecﬁmcaﬂy more difficult to handle, study reports
that are larger than 50 MB should be divided into two PDF files. The first file will include the body of
the study report, the reference list, and the tables and figures that follow the study report. The second
file should include all of the protocol, all amendments, and all remaining appendices from the main file.
Add the number one (1) to the end of the file name to distinguish the file with the appendices from the
main file.

“Falidoti 3%‘9{ %»&é&mw
é?&.it"ﬁi"i} Daterieiatics .

Figure 5: Example of the Studtes Folder

7. References

You should provide each reference as a separate PDF file. You should place all references into a single
folder named References. The References Folder should be placed in the Chemistry Folder. The PDF
file name should be the document's title. A filename can contain up to 80 characters, including spaces.
It cannot contain any of the following characters: \/: * 2 " <>| " % # +. A hyperlink should be
established between the reference list in reports and the references in the References Folder. All pages
in each reference should be legible and complete.
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Figure 6: Example of Rel;'erences Folder

C. Item 7: Safety Subfolder

Full reports of investigations on the safety of the food addltlve or color additive should be placed in a
folder named Safety.

Two folders should be created, References and Studies té organize the files in this section. Place these
folders in a single folder named Safefy. The file structure is pictured in the figure below (Figure 7)

Figure 7: Example of S%ifety Folder

i

1; Safety Table of Contents (Safety TOC.PDF)

A table of contents is required listing all files provided in ‘éhe Safety item as a PDF file named Safety
TOC.pdf. You should use the example headings below to organize the files in the table of contents.
The location of the paper review copy by volume number !and the location of the electronic copy by
folder and file name is required (See Guidance for Industry, Providing Submissions to OFAS in
Electronic Format - General Considerations - VIIT). As part of the comprehensive table of contents for
“the submission, a hypertext link between the documents listed in the table of contents and the
corresponding PDF file and bookmarks for the each item in the table of contents should be created.

You should place the Safety TOC pdf file in the Safety F older

la. Bookmarks and Hypertext links

http://www.cfsan.fda.gov/~dms/ ‘ 7/24/01
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For all documents with a table of contents, you should ptovide bookmarks for each item in the
document's table of contents including all tables, figures, references, and appendices including
datasets, if applicable. These bookmarks and hypertext links serve as part of the comprehensive table
of contents for submission. H '

Hypertext links provided throughout the body of the document to supporting annotations, related
sections, publications, appendices, tables, or figures that are not located on the same page help the
user to navigate more efficiently through a document. For a reference list at the end of the document,
a hypertext link should be provided at the end of the dojcﬂgment to the appropriate PDF files in
References Folder. L

1b. Dataset Format

Each dataset should be provided as an SAS transport file as described in the companion guidance,

- "Providing Regulatory Submissions to OFAS in Electronic Format - General Considerations." Data is
imported using various software tools. The most commbﬁly used tools include: database programs,
spreadsheet programs, and statistical analysis programs. ; :

Many of the software tools used by the reviewers require!'datasets to be loaded into random access

memory (RAM) prior to opening the file. Therefore, dataset files should be organized so the size is

less than 50 MB per file. The files should not be compres}ged. Each dataset should be saved as an
individual file and the name of the file will not exceed 8 characters in length.

Table 5: Example of S‘afet{y Folder
. |

||File/Folder Name  |Description j ! - Petition
| i Type
LSafety TOC.pdf ] Safety Table of Contents 1 TIQ—IAP, FAP
Safety Summary.pdf ||Summary of studies placed in Sudies folder (or Vol. X of |ICAP, FAP
_ paper copy) ?
Studies @ . . '
may include Folder, 21 CFR 171.1 (¢) E; 71.1/(c) D |CAP, FAP
subfolders N
[ﬂeferences ”Folder | ’[CAP, FAP

2. Safety Summary PDF

A summary document named Safety Summary. pdf for sﬁuﬂies should be included in the Studies
Folder. sy
3. Studies (21 CFR 171.1(c) E; 71.1 (c) D) g

Information regarding this file will cover a full report of Eéod or color additive safety for its intended

P

“use as described in 21 CFR 71.1 and 171.1. This information will be included in a single PDF file and
placed in the appropriate Folders of the Studies Folder. |
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' All of the studies regarding Safety of the chemical should bé placed inside the Studies' Subfolders.
These subfolders are created based on Redbook 2000 and OFAS recommends the list of studies below
for Safety Data: . ’

Genetic Toxicity Studies
Acute Toxicity Studies
Short Term Toxicity Studies Between 14 Days and 28 Days
Subchronic Toxicity Studies 90 Days ‘

Chronic Toxicity Studies Between 6 Months and' 2 Years
Carcinogenicity Studies

Carcinogenicity Studies with in Utero Exposure
Combined Chronic Toxicity and Carcmogemmty Studles
Reproductive Toxicity Studies |
Reproductive Toxicity with Teratology Phase ‘
Teratology Studies |
Immunotoxicity Studies _ \
Allergenicity Studies ’ \
Metabolism and Pharmacokinetic Studies :
Neurotoxicity Studies \
Neurobehavioral Toxicity Studies ‘
Epidemiology Studies i
Human Clinical Studies

Nutrition Studies

Other Studies, e.g. Microbiology.

Inside the Studies Folder, the studies should be placed in the above categories. These study categories
are subfolders inside the Studies Folder (See Figure 8). The categories should include the subfolders'
name and placed in the Studies Folder inside the Safery Folder

Each study report is a single PDF file and placed into the appropriate subfolder (See Figuré 9).

argpeitty  Chediagest.. Cebsioged.. kit Epidemidigy
Shudkes Stusden Hudes i iy B Chonit Toue, Sherdex

~ts v}m

Figure 8: Example of tudies Folder
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Figure 9: Example of Metabohsn‘l and Pharmacokinetic
Studies Folder of Food Addmve Submission

Because files 50 MB or larger are technically more dlfﬁcult to handle, study reports that are larger
than 50 MB should be divided into two PDF files. The ﬁrst file will include the body of the study
report, the reference list, the tables and the figures that follow the study report. The second file will
include all of the protocol, all amendments, and remainihg appendices from the main file. The number
one (1) will be added to the end of the file name to dlstmgmsh the file with the appendices from the
main file.

4. References

Each reference should be provided as a separate PDF file! You should place all references into a single
- folder named References. The References Folder should be placed in the Safery Folder. The PDF file
name should be the document's title. A file name can contam up to 80 characters including spaces. It
cannot contain any of the following characters: \/: * 7" ‘<> | " % # +. Establish a hyperlink between
~ the reference list in reports and the references in the References Folder. All pages in each reference

should be legible and complete. ‘ \
|

Two folders should be created, References and Studies tol‘ organize the files in this section. These
folders should be placed in a single folder called named Envzronmental An example file structure is

pictured in the figure below (Figure 10). }
|
!

D. Item 8: Environmental Subfolder

Ltedes

T

Figure 10: Example of Envirnnmental Folder

|

| .
http://www.cfsan.fda. gov/i~dms/ 7724001
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1. Environmental Table of Contents (Environmental TOC PDF)

A table of contents should be provided listing all files p}o;vided in the Environmental item as a PDF file
named Environmental TOC.pdf. You should use the example headings below to organize the files in

the table of contents.

B

1a. Bookmarks and Hypertext links

-For all documents with a table of contents, you should pr’Ovide bookmarks for each item in the
document's table of contents including all tables, ﬁgures
datasets, if applicable. These bookmarks and hypertext | hnks serve as part of the comprehensive table
of contents for submission. ‘

Hypertext links provided throughout the body of the docfl‘xment to supporting annotations, related
sections, publications, appendices, tables, or figures that are not located on the same page help the
user to navigate more efficiently through a document. For a reference list at the end of the document,
a hypertext link should be provided at the end of the docﬁment to the appropriate PDF files in
References Folder. “
oL

1b. Dataset Format

Each dataset should be provided as an SAS transport ﬁle as described in the companion guidance,
"Providing Regulatory Submissions to OFAS in Electromc Format - General Considerations." Data is
imported using various software tools. The most commonly used tools include: database programs,
spreadsheet programs, and statistical analysis programs. t

Many of the software tools used by the reviewers requlre datasets to be loaded into random access
memory (RAM) prior to opening the file. Therefore, dataset files should be organized so the size is
less than 50 MB per file. The files should not be compressed Each dataset should be saved as an
individual file and the name of the file will not exceed 8 characters in length.

Table 6: Ttems in Environmental Folder
Bile/Folder Name jLDescription Vi . ”Petition Typa
Environmental TOC pdf HEnviromnéntal Table of ContentsﬂCAP, FAP 1
Environmental Assessment.pdf|21 CFR 171.1 (c) H; 71.1 (c) J |CAP, FAP
Or _—
Categorical Exclusion.pdf :
|Studies [Folder |cAP, FAP |
[References; ’Eoldcr | ”CAP, FAP ‘

|
\
2. Environment Assessment.PDF/ Categorical Exclusion| P‘DF A

A claim can be submitted for categorical exclusion under, 21 CFR 25.30 or 25.32 or an environmental
assessment under 25.40. (21 CFR 171.1 (¢) H; 71.1 (¢) J) This should be a single PDF file and
hypertext linked from Environmental TOC.pdf. i

http://www cfsan.fda.gov/~dms/ | 7/24/01
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3. Studies

Each study report should be prov1ded as a separate PDf-7 file. You should place all studies into a single
folder named Studies. The Studies Folder will be placed in the Environmential Folder. The PDF file
name will be the same as the study's title. A filename can contain up to 80 characters, including spaces;
"however, it cannot contain any of the following characters: \/: * 7" <>|" % # +

|

Because files 50 MB or larger are technically more diffi
than 50 MB should be divided into two PDF files. The fi
report, the reference list, the tables and figures that follo
include all of the protocol, all amendments, and remaini
number one (1) to the end of the file name to distinguisl
file.

Each file should be hypertext linked from the Environme

each section. These bookmarks should replace the table
4. References

Each reference should be provided as a separate PDF fi
folder named References. The References Folder shoulc
PDF file name should be document's title. A filename ca
spaces; however, it cannot contain any of the following,
hyperlink between the reference list in reports and the r

~ each reference should be legible and complete:

V. Appendices

(Back to Table of-Contents)
Appendix A: Instructions for Completing App

1. Food Additive Petition Subniission

- BOXES 1 - 6: APPLICANT INFORMATION
This section should include the name, street address, tel
person or entity submitting the application in the approg
- telephone number of the legal person or entity authorize
entered in.the indicated section.

BOXES 7 - 11: SUBMISSION DESCRIPTION

This section should include all of the information necess
of this submission.

http://'www.cfsan.fda.gov/~dms/

cﬁlt to handle, study reports that are larger
1rst file should include the body of the study
)W the study report. The second file should
ng appendices from the main file. Add the

h fthe file with the appendices from the main

ntal TOC.pdf and contain bookmarks for
of contents in each study.

e. You should place all references into a single
| be placed in the Environmental Folder. The
in contain up to 80 characters, including
characters: \/: * 7" <> | " % # +. Establish a
cferences in the References Folder. All pages in

lication Forms

ephone and facsimile numbers of the legal
riate areas. The name, street address and ,
d to represent a non-U.S. Applicant should be

ary to identify the product that is the subject
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7. PETITION TITLE: The title of the petition.

8. ADDITIVE FUNCTION: Check the appropriate|box.

o
9. PRODUCT: Any product categories in which the 'additive should be used, e.g. human food.

10. TECHNICAL EFFECT: Technical effect of the additive, e.g. emulsifier.

11. CHEMICAL IDENTITIES: Enter up to 10 chénﬁcals used in the additive.

o Chemical Type:Enter P for primary chemicél or C for components.

o CAS Number: Insert nine (9) digit CAS number, if the CAS number is 111-11-1 then put

000111111.

o Chemical Name: Insert chemical name. If the space in the application is not enough
_space to put chemical name, insert the page number of the chemical name listed and

create a hypertext link to the page.

o Trade Name: Insert trade name if the chemi

cal has one,

o Structure: Insert page riumber of the cheml cal structure and create a hypertext link to the

page.

BOXES 12 - 23: APPLICATION INFORMATION

12. TYPE OF SUBMISSION Indicate by checking the appropriate box:

o New Additive Petition: A complete new petition that has never before been submitted.

o Amendment: All submissions to pending or

ginal petition, or pending supplements to

approved petition, including responses to information Request Letters.

: i
o Supplement: All supplements.

o Other: Any submission that does not fit in one of the other categories. If this box is
checked the type of the submission can be explained in the REASON FOR

SUBMISSION block.

13. REASON FOR SUBMISSION This section should contain a brief explanation of the

submission.

14, NUMBER OF VOLUMES SUBMITTED Please
the paper copy of this submission. :

enter the number of volumes, contained in

15. THIS SUBMISSION IS Please check the approl‘n‘ﬁate box to indicate whether this submission

L

ol
i

http://www.cfsan. fda.gov/~dms/
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contains only paper or both paper and electronic media.

16. -20. THIS APPLICATION CONTAINS THE FOLLOWING ITEMS This constitutes a
check list that should be used to indicate the types of information contained within a particular

submission. Please check all that apply. | l

21. -23. SIGNATURE The paper copy of the form sﬁould be signed and dated by an agent or
official authorized by the applicant to represent tﬁlej applicant to the Agency. The agent's typed
name, and title should be provided in the areas in;dicated.

2. Color Additive Petition Submission

BOXES 1 - 6: APPLICANT INFORMATION
This section should include the name, street address, teIe‘phone and facsimile numbers of the legal
person or entity submitting the application in the appropnate areas. The name, street address and
telephone number of the legal person or entity authorlzed to represent a non-U.S. Applicant should be
entered in the indicated section. : ; |

8

Pt

BOXES 7 - 11: SUBMISSION DESCRIPTION i
Al

This séction should include all of the information necessary to identify the product that is the subject
of this submission.

7. PETITION TITLE: The title of the petition. |
8. ADDITIVE FUNCTION: Check the appropriate box.

9. PRODUCT: Any product categori’es in which the edditive should be used, e.g. human food.

10. FEE ENCLOSED: Check the appropriate box.
'}
11. CHEMICAL IDENTITIES Enter up to 10 chemlcals used in the additive.

o Chemical Type:Enter P for pnmary chenncal or C for components.

o CAS Number: Insert nine (9) digit CAS number if the CAS number is 111-11-1 then put
000111111, H
o Chemical Name: Insert chemical name. If ’rﬁe space in the application is not enough
space to put chemical name, insert the page number of the chemical name hsted and
create a hypertext link to the page. i
L
o Trade Name: Insert trade name if the cherr?ical has one.
o Structure: Insert page number of the chemjica] structure and create a hypertext link to the

|
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page.

BOXES 12 -23: APPLICATION INFORMATION

12. TYPE OF SUBMISSION Indicate by checking the appropriate box:

o New Additive Petition: A complete new petition that has never before been submitted.

o Amendment: All submissions to pending ori

ginal petition, or pending supplements to

-approved petition, including responses to information Request Letters.

o Supplement: All supplements.

o Other: Any submission that does not fit in one of the other categories. If this box is

checked the type of the submission can be ex
SUBMISSION block.

plained in the REASON FOR

'13. REASONF OR SUBMISSION This section shauld contain a brief explanation of the

submission.

14. NUMBER OF VOLUMES SUBMITTED Pleasc
the paper copy of this submission.

> enter the number of volumes, contained in

15. THIS SUBMISSION IS Please check the appropr

iate box to indicate whether this submission

contains only paper or both paper and electronic media.

16. - 20. THIS APPLICATION CONTAINS THE|[FOLLOWING ITEMS This constitutes a

check list that should be used to indicate the types
submission. Please check all that apply.

>f information contained within a particular

21, -23. SIGNATURE The paper copy of the form should be signed and dated by an agent or

official authorizéd}by the applicant to represent the

applicant to the Agency. The agent's typed

name, and title should be provided in the areas indicated.

Appendix B: Food Additive Petition Submission Application (available in Word

Template and PDF)

Appendix C: Color Additive Petition Submission Application (available in Word

Template and PDF)

1. This guidance was prepared by the Office of Food Additi\}e Safety (OFAS), Center for Food

Safety and Applied Nutrition (CFSAN) at the Food
guidance document represents the Agency's current

http://www.cfsan.fda.gov/~dms/

and Drug Administration (FDA). This
thinking on regulatory submissions in
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electronic format. The current document is being published by the OFAS. It does not create or
confer any rights for or on any person and does not dperate to bind FDA or the public. An
alternative approach may be used if such approach satisfies the requirements of the applicable
statute and regulation.

2. Ifthere are additional correspondences, a subfolder should be created under the Administrative
folder named Correspondence. The cover letter for a supplement or amendment should be
placed in the Administrative folder under the Correspondence subfolder. Subfolders should then
be created under Correspondence for upcoming and outgoing letters, etc.

3. Asused in this section of the guidance, "must” reférs to a regulatory requirement that may be
fulfilled in electronic format, in addition to paper ‘format.

4. Safety studies may include subfolders to address smentlﬁc dlsc1p11nes e.g., Toxicology,
Microbiology, etc.

Office of Food Additive Safety

HFS-200

200 C Street, SW

Washington, DC 20004

(Tel) 202-418-3100 |

(Internet) hitp://www.cfsan.fda.gov/~dms/opa-toc. html

Food Additives and Premarket Approval
Foods Home | FDA Home | Search/Subject Index | Disclaimers & Privacy Policy | Acces51b111ty/Help

Hypertext updated by bap 2001-JULY-23
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