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IFlow of consultation|

Attention to readers.
Followings are explanation of FADCC consultation with the Stage-Gate System in English for
non-native Japanese speakers. The charts and texts may be amended without advance notice for
the improvement of the system and/or web site quality.

[Consultation by Stage-Gate System in the preparation of draft Overview Document] (under

trial operation)

Flow of the FADCC consultation by “Stage-Gate System”
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Chart: Flow of the FADCC consultation by “Stage-Gate system”

In requesting the Designation of Food Additives and Revision of Use Standards, applicants need
to prepare the Application Documents (e.g., Application form, Overview Document, and
References). FADCC has supported this process of the request, especially in creating an Overview
Document. However, we think the creation of this document is usually difficult and time-
consuming for all applicants because the applicant needs to collect a lot of literature, such as
scientific papers and reports, then write it based on all the available information.

Therefore, FADCC has developed the Stage-Gate system using Check-sheets to manage the
process of creating the Overview Document. We think this system is useful to reduce such
difficulties and waste of time for the applicants.

In this system, we divided the complicated process into multiple processes (stages) from
preparation to completion, making it easier to identify the work required at each stage.

At the end of each stage, we set the gate to confirm the documents required in the stage. The

applicant submits the Check-sheet or other required materials to FADCC. When we recognize the
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completion of the stage, then encourage the applicant to move up to the next stage. FADCC
believes in supporting the applicant for an easy and simple way to write the Check-sheets in this

system.

Notice:
The preparation and submission of the Check-sheets do not make any official privileges for

applying the designation of food additive under the Food Sanitation Law in Japan.

[Stage 0]
Submission of Inquiry Form for Consultation to FADCC.

In advance of the procedure, the applicant and FADCC identify the issue with food additives.
The applicant fills out the Inquiry Form for Consultation and sends it to FADCC by e-mail.
Before the submission of the inquiry, FADCC recommends the applicant recognizes reading
the Q&A on the website.

[Gate 0]
Response of FADCC to the inquiry

FADCC reviews the inquiry and makes the decision on one of these offers below (Selection
A, Selection B) based on the contents of the inquiry.
[Selection A.] FADCC can offer consultation.
The applicant passes Gate 0. FADCC encourages the applicant to proceed to Stage 1.
[Selection B.] FADCC cannot support.

FADCC is specialized to support the applicant who intends to request the designation
of new food additives and/or revision of use standards for food additives. If the issues
are not in the above-mentioned, FADCC cannot offer any support to the applicant.
Instead, FADCC will encourage the applicant to visit the nearest local health center or

local quarantine office at the seaport/airport (for the import of food/food additives).

[Stage 1 (Assessment of Readiness)]
Submission of Check-sheetl to FADCC.

The applicant collects the required information on the substances for the application. The

applicant starts a self-check with Check-sheetl. In this stage, the applicant should search for

the information which would be included in the References. The full-filled sheet is to be sent

to FADCC by e-mail. Also, the applicant may ask for a face-to-face meeting with FADCC.
[Gate 1]
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Confirming the demand of the applicant.
FADCC reviews the contents in Check-sheetl submitted by the applicant. When FADCC

regards that the readiness of the applicant is sufficient, the applicant passes Gate 1, and
FADCC suggests the applicant to proceed to Stage2. If there is something to be cleared

before moving to Stage 2, the applicant receives advice from FADCC and stays in Stage 1.

[Stage 2 (Assessment of supportive literature)]
Submission of Check-sheet2 to FADCC.
FADCC offers Check-sheet2 to the applicant. Using Check-sheet2, the applicant checks the

appropriateness of collected literature. When Check-sheet2 is completed (full-filled), the
applicant sends it to FADCC by e-mail.

[Gate 2]

Assessing the preparation status and whether the applicant has enough literature to prepare

the application.
The aim of Check-sheet2 is to check whether the applicant has enough literature to prepare

the draft Overview Document. FADCC assesses the contents of Check-sheet2 whether it
looks enough for the applicant to move to the next stage. When the applicant seems to have
enough supportive literature and is ready to prepare the draft Overview Document, the
applicant passes through Gate 2, and FADCC suggests the applicant proceed to Stage3.

If any issues to be cleared are found before going up to the next stage, the applicant receives

additional advice from FADCC and stays in Stage 2.

[Stage 3 (Consideration for preparing the draft Overview Document)]

Submission of the draft Overview Document with References to FADCC.

In this stage, the applicant starts to prepare the draft Overview Document referring to the
Guidelines*. It is essential to utilize the References properly to support the narratives described
in the draft Overview Document. The applicant submits the draft with the References to
FADCC.

* The Procedure for Preparing Application Documents for Designation of Food Additives and

Revision of Use Standards for Food Additives.

[Gate 3]

Assessing the contents in the draft Overview Document with References.

FADCC makes a brief review of the draft Overview Document, References and Check-
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sheet2, and checks the consistency among them.

When there are no questions and no inconsistency in submitted materials, FADCC regards it
as the applicant passes through Gate 3. FADCC suggests that the applicant proceeds to Stage
4.

When there is any inconsistency among the materials, FADCC asks the applicant to recheck
the draft Overview Document with References, and to revise the Check-sheet2. The

applicant stays in Stage3 and revises the draft Overview Document.

FADCC starts a counselling with the applicant.
[Stage 4 (Refinement of the draft Overview Documents)]

Counselling on the details of the draft Overview Document.
Revision of Documents based on advice from FADCC.

In this stage, the applicant prepares the Application Documents (it shall be the Application form,
the draft Overview Document, and References).

FADCC focuses on supporting the applicant in preparing the draft Overview Document. When
the draft set of Overview Document and References is prepared, the set is sent to FADCC for
review.

FADCC offers advice and questions on the submitted materials (both the draft Overview
Document and References) for brush-up to the final edition. Based on the advice, the applicant
updates and improves the draft for further confirmation by FADCC. These procedures are
repeated between the applicant and FADCC until no correction is needed in the draft Overview
Document.

In this stage, MHLW considers setting appropriate specifications for the additive and conducts
tests related to the specifications. At an appropriate time, MHLW will contact the applicant and

request to provide testing samples.

[Gate 4]
Counselling with FADCC is completed.

When FADCC acknowledges there are no comments and corrections to the draft Overview
Document, FADCC suggests the applicant submit the Application Documents for MHLW.
This is the termination of the counselling by FADCC.
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[The Stage-Gate system-related materials]
[Check-sheets]
The following pdf files are samples for Check-sheets in stages 1 and 2.

Stage 1/ Gate 1
Check-sheet] for food additives in general form  sample
(other than flavoring, enzymes, nor food additives for fortification)
Check-sheetl for flavoring (in preparation)
Check-sheetl for enzymes (in preparation)

Check-sheetl for food additives for fortification (in preparation)

Stage 2/ Gate 2
Check-sheet2 for food additives in general form
(other than flavoring, enzymes, nor food additives for fortification.)
Check-sheet2 for flavoring (in preparation)
Check-sheet2 for enzymes (in preparation)

Check-sheet2 for food additives for fortification (in preparation)

If you have any further questions on the issue, please contact us.
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1.

Inquiry Form for Consultation

To: Food Additive Designation Consultation Center (FADCC)
National Institute of Health Sciences. Japan

E-mail : fadcc@nihs.go.jp

Please fill in the following items.

Inquiry date
(yy/mm/dd)

Company(/Association)
name

Address

Person in charge

Department

Phone number

E-mail

Please fill in the following items for consultation detail. Click on O, and it will be M.

Classification [Designation [IRevision of standards for use
(Select all applicable [JRevision of specification(s)
items) [Others ( )

Consultation issue

JOverview on the food additive (Name and use, use status in other
countries, etc.)

(Select all applicable | LEffectiveness OSafety OSpecifications
items) OStandards for use OPreparing documents for application
OOthers ( )
(In case of Designation, Name of the substance and its English name
that you wish to use as the name of the food additive such as substance
Name of the food name)
additive

e.g., Sorbic acid

Component composition

Please provide as much information as possible regarding the item you
wish to request for designation as a food additive (hereinafter referred
to as “your item”).

e.g., main component OOO: A%, impurity: OO ete.

Subject foods of
your item

e.g., breads

U}

Effectiveness and
intended use for foods

e.g., improvement of the preserving property of foods

Brief explanation of usage

e.g., Add this product to wine, etc., mix, and remove by filtration.

Classification related to the
FSCJ’s*! Guideline for
Risk Assessment of the

Food Additives

Please check the box if any of the followings apply to your item.
[Flavoring substances LEnzymes OFortification
[ONone of the above

revised.

Summary of your proposal for designation/amendment

Please provide a brief description of the problem to be solved by and the benefits to Japanese
consumer with your item in 200-300 words. Please also explain why you think your item needs to
be newly designated, as well as the reason why the standard for use or the specification to be
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Details of consultation

Please also submit materials that provide a general description of the food additive (e.g., outline
of the components, usage in or outside Japan, etc.) with this application.

*1 FSCJ: Food Safety Commission of Japan

3. Pre-checklist of this inquiry
Please also check the following points with respect to the items listed in the “Summary of your
proposal for designation/amendment” section.

3-1 Verification of exemption from the “Act on Securing Quality, Efficacy and Safety of Products
Including Pharmaceuticals and Medical Devices (PMD Act)”
Have you verified with the officer in the public health center whether your item and its use do
not fall under the category of pharmaceuticals, quasi-drugs or etc. as defined in the PMD Act? If
s0, you are required to follow the procedures under the PMD Act.
OYes, I did (PMD Act not applicable) CNo
OOther (reason: )

3-2  Verification of applicability of the food additive
Have you verified with the health center that your item and its use is an additive * as defined in
the Food Sanitation Act (FSA)?
* The term "additives" as used in this Act means substances which are used by being added,
mixed or infiltrated into food or by other methods in the process of producing food or for
the purpose of processing or preserving food.

OYes, I did (FSA applicable) INo
O Other (reason:
e.g. Because of revision of standards for use of a food additive which have already been specified )

3-3  Verification regarding imported food or food additives
If it is a case related to the importation of your item or food products using your item, have you
verified with the food monitoring section of the quarantine whether the importation is allowed or
not?
OYes, I did (compliant with the FSA') [Yes, I did (not compliant with the FSA) [No
UOther (reason: )

3-4  Verification regarding Genetically Modified Organisms
Does your item fall under the category of the one produced using Genetically Modified
Organisms?
OYes CONo CINot sure

Note

The consultation is provided in Japanese at the FADCC. You bring interpreter(s) with you at the
consultation if you need.
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CheckSheet 1
{Attention to the reader: This Check-sheetl is prepared by translation in English from a non-
official edition of Check-sheetl in Japanese (ver. 2023.2.1) }

Check-sheetl
Food additives in general

New designation, revision of use standard or specification

Name of the requested item:
Version:

Date of entry (year/month/day):

+ If you feel difficulty to choose the selection instantly, please skip.
* This sheet is on a trial basis and may be renewed without notice.
+ We would appreciate your comments about this Check-sheet for further improvement.
* This Check-sheet is intended for general food additives. For flavoring sbstances, enzymes, or
food additives for fortification, you should use the dedicated Check-sheet1 for each category.
The Check-sheetl for fortification, enzymes or flavoring substances are now under preparation.
1. Information of contacts
Information of the applicant (If there are no changes from the consultation Inquiry form, only
"Name of the applicant" is required.)
Please provide the following items.
Name of applicant (company or organization name.):
Address of applicant:
Name of contact person:
Phonenumber:
E-mail address for contact person:
YPlease provide the contact point of a representative. In case of a request from abroad, you will need
a representative who can contact us (FADCC) in Japanese, living in Japan.
Name of representative (company or organization name, etc.):
Address of representative:
Name of contact person:
Phone number:

E-mail address for contact person:

Relation with applicant (Describe the relationship between the proxy and the applicant, and the
reason for making the request on behalf of the applicant.):
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2. Type of request and disclosure of requested items
(1) Type of request
Please select the type of the request in following selection list (Enter X in 0.)
If there is no applicable item, please select "Other" and provide a specific description of the
request.
[INew designation
LAmendment of use standard
LJAmendment of specification
[IOther ( )

Please select the need to set use standard when the requested product is used as a food
additive.

[ to be set

[ no need to be set

[ uncertain

(2) Outline of request
Briefly describe the benefits to consumers of this request, i.e., designation of the requested product
or revision of its use standard or its specification.

(3) When there are multiple requests for the same product from different applicants, mutual
disclosure of information on requested product information with other stakeholder(s).
Please select all items which can be disclosed about the requested product.
LI Applicant can disclose the requests to other stakeholder(s)
Disclosable [ All contents
scope : [ Part(s) of proposal*
* Possible part(s)
[0 Name of the item O Type of request CUses

00 Name of the applicant [0 Name of the domestic representative

O Others (Please fill in the fields that are available for disclosure)

[J Impossible to disclose the issue to other stakeholder(s)

% When there are multiple requests for the same product from different applicants, it may be more
convenient for both the supplier and the user side of the additive to finally set single standard and/or
specification through the harmonized action by multiple applicants. In such cases without
harmonization between multiple stakeholders, it may take more time than usual to confirm the
differences and to create a single standard that encompasses the scope of each request. If it is possible
for the applicants to disclose the information on the requested product to the related parties and
cooperate with each other for the preparation of consensus, it is expected that the procedure will be
conducted more quickly and rationally by harmonizing multiple requests. In addition, in the area of
the consideration of safety, when the compiling the survey results of multiple applicants and preparing
a summary of proposal could be done, it would be possible to evaluate the quality of safety and to
make more accurate estimation of the daily intake, and as a result, it would be expected to lead a
reduction of the workload of related parties. For this reason, we would like to confirm in advance what
extent of information could be disclosed among the applicants. We never disclose to other applicants
any information for which we do not have consent from the applicant.
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3. Information of proposed product

* In case of proposal for the amendment of use standard only, please skip to (5
"Proposal to amend the use standard"

(1) Characteristics of proposed item
Please select all items that apply to the requested product.
[ISynthesized [Purified natural | OJPurified fermented

chemical products products
LHighly purified | OQUnpurified OMixture OWith COWith no
substance * excipient(s) excipient(s)
OOrganic [ONon-organic OISalt(s) OEnzyme [IPeptide

substance substance
OLow molecules| [1High molecules | CIContents Unknown

OOther (Please describe details here):

* refers to compounds with a content of 95.0% or higher.

(2) Information on specification

Please indicate whether there is any information on specification regarding the requested product
and the status of your investigation.

Please make sure your information is up to date when filling out the form.

(a) Domestic standards for reference O Acquired [0 None
Japan’s Specifications and Standards | item name :
for Food Additives
Japanese Pharmacopoeia item name :
Standards for Pharmaceutical | item name :
Excipients
Other reference standard item name :
(names
)
(b) Reference standards in abroad O Acquired [0 None

JECFA (Joint FAO/WHO Expert | item name :
Committee on Food Additive)
FCC (Food Chemical Codex) item name :
EU(COMMISSION REGULATION | item name :
(EU) No 231/2012)
Other reference standard item name :
(names

)

(c) Comparative table of reference
standards for Japan and abroad

I Prepared O in process | [ to be prepared

(3) Information on substance

Please provide information about the requested product(s) as much as possible for the
following items.

If you are not sure about an item, please enter "unknown".

Name of food additive
In the case of a new designation request, the Japanese name and its English name that you wish
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“)

to use. For Example, the name of main ingredient.

Alternative name (if necessary to make the substance recognizable.)

Chemical name (based on IUPAC naming rule, or traditional name)

CAS registry number (if available)

International numbering system (INS) number (if available)

E number (if available)

Other code

Molecular formula

Molecular weight

Use the atomic weight table (2010) in the annex to the Japan’s Specifications and Standards for
Food Additives 9th Edition (or use "IUPAC Inorganic Chemistry Division, CIAAW: Standard

Atomic Weights Revised. Chem. Int., 29, 18(2007). ")

Chemical structure

Description

Uses/Classification

Proposal for specification

Please describe the preparation status for the specification for the requested product.

% New designation of food additive cannot be requested without a proposed specification of
requested product that guarantees quality. In addition, test data, etc. that demonstrate the
validity of the proposed specification should be submitted.

documents on the analytical methods

Specification
Company specification ] Exist ] Preparing 1 None
Specification by association [J Exist ] Preparing 1 None
Proposed specification/ revision (1 Exist [ Preparing [J None
Submission of the report based on 1 Possible ] No [ Other
company specification (Please describe
details in parentheses)
( )
Submission of the report based on O Acquired O in process i [ Other
proposed specification (Please describe
details in parentheses)
( )
Submission of raw data from the L] Possible O No O Other
tests based on the proposed (Please describe
specification details in parentheses)
( )
Validation data and related [ Acquired [ in process [ Other (Please

describe details in
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for proposed specification parentheses)

Other issues to be described :

(5) Proposal of use standard
Describe your proposal of the use standard with targeted foodstuff, usage, maximum level of

use, etc.

If you prefer not to set the use standard, please state the reason for not setting the use standard
in short.

Information on use standard(s) in Japan and abroad | L] Exist ‘ 0] None

koskoskoskoske sk skeoskeoske sk sk s sk skeoske sk s sk skeoske sk sk sk sk sk sk sk sk s sk sk sk sk sk sk sk sk sk ok
In the following 4. to 8. please select the item from the option (Acquired, Not yet) based on your collection
of supporting literature* .
If you select "Not yet", please respond to the item number and write the reason as the additional notes.
"References" mean not only printed materials, such as research reports published in academic journals or
compiled in publications, but also laws and regulations published on the Web, database search results, etc.
FADCC usually considers the following order to be reliable, so please refer to them in selecting literature.
In addition, please try to obtain the original publications as much as possible, except the evaluation reports
by Food Safety Commission of Japan (FSCJ).

A)  Public information such as reports of specialized public institutions (including websites)

B) Reviewed papers in specialized fields

C)  Books in specialized fields

D) In-house test data or data by analytical laboratory, etc.

E)  Articles published in newspapers and magazines

F)  Aurticles on the web other than A) to E)
koskoskoskosk sk sk sk sk sk sk sk skeoske sk s sk sk sk sk sk sk sk sk sk sk sk s sk sk sk sk sk sk sk sk sk ok

4. Information on proposed item and related food additives

(1) Origin or details of development [JAcquired | [CINot yet
(2) Use status of proposed item in Japan and overseas [JAcquired | CINot yet
(3) Manufacturing process LJAcquired | CINot yet
(4) Stability of food additive LJAcquired | [CINot yet
(5) Analytical method of food additive in foodstuff OAcquired | CINot yet

Additional notes:

5. Information on effectiveness

(1) Effectiveness and comparison with other similar additives LJAcquired | [INot yet

(2) Stability in foodstuff OAcquired | CINot yet

(3) Effect on nutrients in foodstuff OAcquired | CINot yet
Additional notes:
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6. Safety assessments by international and other organizations
Please confirm to get the most updated information

(1) JECFA (Joint FAO/WHO Expert Committee on Food OAcquired | CINot yet
Additive)

(2) EFSA (European Food Safety Authority) and SCF (Scientific | LAcquired | [CINot yet
Committee on Food)

(3) US FDA (Food and Drug Administration) OAcquired | CINot yet

(4) FSANZ (Food Standards Australia New Zealand) OAcquired | CINot yet

(5) FSCIJ (Food Safety Commission of Japan) OAcquired | CINot yet
(Includes evaluation of non-food additives)

Additional notes:

7. Findings regarding safety

Please refer with "Guidelines for the Risk Assessment of Food Additives" (September 2021,

FSCJ).

https://www.fsc.go.jp/english/what we do.data/guidelines_for food additives revised 2021.pdf
Please check each of the items, whether you have the information about.

(1) Scope of application

(a) Please find sufficient items in the [L1Applicable OAcquired [INot yet
"Guidelines for Assessment of the Effect of
Food on Human Health Regarding Food [ONot applicable
Additives" Chapter 1, Article 5, A, a.
(b) In case of a processing aids, please find OApplicable OAcquired | CONot yet
sufficient items for estimation of daily
intake of it including impurities, by- LINot applicable
nroducts or deoradant
(c) Please find sufficient items for additives in| LJApplicable OAcquired | CNot yet
foods used breastmilk substitutes for [INot anplicable
infants up to 4 months old. PP
(2) Results of toxicokinetic studies OAcquired | OONot yet
(3) Toxicity studies
(a) Results of genotoxicity studies OAcquired | CONot yet
(b) Results of repeated dose toxicity studies
(i) Sub-chronic toxicity studies (90 days) OAcquired | CNot yet
(i1) Chronic toxicity studies (12 months and more) OAcquired | OONot yet
(c) Results of carcinogenicity studies OAcquired | CNot yet
(d) Results of reproductive toxicity studies OAcquired | CNot yet
(e) Results of developmental toxicity studies OAcquired | [INot yet
(f) Results of allergenicity studies OAcquired | CNot yet
(g) Results of other studies OAcquired | CONot yet
(4) Findings in humans OAcquired | [INot yet

Additional notes:

Other matters to be noted:
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8. Estimation of the daily intake

Estimation of the daily intake

[JAcquired | CONot yet

Additional notes:

9. Other related information

Please indicate any noteworthy information. For example, if it is composed of multiple

components, information on component composition, on main component, on superiority points
compared to other similar substances, etc.

10. Submission of test samples of proposed item for the assessment.
The Ministry of Health, Labour and Welfare (MHLW) has the power to set appropriate
specifications and to conduct tests related to the specifications. At an appropriate time, MHLW
will contact the applicant requesting the provision of the testing samples.

Submission of samples [JAcceptable [INot acceptable
When acceptable

How many lots you may offer? Number of lots:

How much amount of sample from each lot? : g/lot
Appropriate time for offering of samples: months
Any additional condition to offer samples:
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Check Sheet 2

{Attention to readers: This Check-sheet2 is prepared by translation in English from a non-
official edition of Check-sheet2 in Japanese (ver. 2022.12.1) }

Points to keep in mind when filling out Check-sheet2

How to check your Check-sheet2

1)

2)

3)

4)

5)

In Check-sheet2, please organize the literature information obtained in Check-sheetl or
thereafter. You need to check whether the collected documents are appropriate as literature
to clarify the main points in the Overview Document, such as the overview of the substance,
the outline of specifications (including testing methods), and the use standards, also the
grounds for the safety of the use.

Imaging creation of the Overview Document, please collect documents and organize them
along with the items in Check-sheet2, and describe the outline of each of the collected
documents, based on the description in the literature.

If you start preparation of the Overview Document without sufficient pre-assessment,
you may face a lack of supporting literature later. Therefore, FADCC recommends the pre-
assessment as much as possible at this stage.

Please list all the necessary documents as literature that will be the basis for the contents of
the Overview Document. In particular, the literature listed in "I. Information on the proposed
food additive" ~ "V. Other special notes" in Check-sheet2 will be submitted together with
the Overview Document, therefore, we recommend you to number all the documents as
literature and list them up assuming the description of the Overview Document. (It may be
a good idea to arrange the documents in the order in which they appear in the text.)

Please list the documents as literature with bibliographic data and keep them in "VI.
Information on references".

At the beginning of Check-sheet2, the name of the substance pertaining to the request should
be indicated. Since Check-sheet2 may be submitted multiple times, please use "First Draft"
for the first time and "Second Draft" for the second and subsequent submissions.

Detailed information about submitted materials

1)

2)

Here, referring to "The Procedure for Preparing Application Documents for Designation of
Food Additives and Revision of Use Standards for Food Additives" ("the Guide",
hereinafter), the number and outline of the literature (its content relates to the item) that
serves as the basis for each item are described.

"Literature" in Check-sheet2 includes not only printed matters such as research reports

published in academic journals and publications, but also laws and regulations on websites
or search results in databases, etc.
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3)

4)

S)

6)

7)

8)

In selecting reports and papers as references, please keep in mind that FADCC usually
considers the following order of reliability when collecting references.
In addition, although there are many references in A), in such cases, please try to obtain the

original work as much as possible.

G) Public information such as reports of specialized public institutions

(including websites)

H) Reviewed papers in specialized fields

I) Books in specialized fields

J) In-house test data of business operators, etc.

K) Articles published in newspapers and magazines

L) Articles on the web other than A) ~E)

Since there will be many documents as literature to support the Overview Document, in
collecting literature, please assign all the documents as literature to a series of numbers and
list them as a Reference List in " VI. Information on references". In each item, write the
reference number of the document quoted (the title of the document may be written next to
it), and in the "Outline" section, write the main points and notes of the literature to show
their contents. This kind of note will help you organize your citations in the Overview
Document.

If there are multiple literatures for one item, please describe about all of the literatures,
adding lines as appropriate.

In the outline of "I. Additives, 1. Name and uses", please describe the "Japanese name" and
"English name". (In case of designation of a new additive, describe the Japanese and English
name of the substance to be used as a food additive such as substance name.)

In "I-2. Origin or details of development", the outlines of the literatures should be written
concisely, such as by using memos when organizing literature. For example, "XX was
isolated from wine in Germany by Weber et al. in 1890, and industrial production was
subsequently established by Newton et al."

In "I-3. Use status in Japan and overseas", please describe the status of permits and
registrations in the order of the international organizations and organizations in each country
as exemplified, based on laws and regulations. Laws and regulations are subject to revision,
so please find the latest information. If information cannot be obtained, please use the
material researched as literature and explain that "(the survey was conducted) but there was
no description" or "similar compounds are used as food additives" in "Outline". Also, if you
include the status in countries other than I-3-1. CODEX ~ 1-3-5. Japan, please include the
permission status of those countries.

In "I-4. Safety assessment by international or other organizations", please describe the
outline of the literatures according to the sequence of the organizations exemplified in this
item. In particular, re-evaluations of additives may be conducted in these institutes, so please
find the latest information and also describe about it. In addition, if you mention a country
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9)

10)

or region other than I-3-1. CODEX - I-3-5. Japan listed in "I-3. Use status in Japan and
overseas," please describe the evaluation in that country or region.

In "I-4-5. FSCJ (Food Safety Commission of Japan)", the evaluation of a chemical may be
disclosed as an evaluation of pesticides, etc., apart from an evaluation of food additives. The
evaluation reports can be downloaded at FSCJ's website, and referring to these reports is
recommended. Please note that before FSCJ was established in July 2003, evaluations were
conducted by the Pharmaceutical Affairs and Food Sanitation Council of the Ministry of
Health, Labour and Welfare (or its predecessor, the Food Sanitation Council of the Ministry
of Health and Welfare).

In "I-5 Physicochemical properties", the physicochemical natures of the substance requested
are indicated. If the request is only a revision of use standards and does not need any request
for specification, descriptions in the item in "I-5-3-1. Specification proposal" can be
omitted.

11) In preparing "Draft Specifications" in "I-5-3-1. Specification proposal", the applicant may

12)

13)

14)

15)

refer the existing specifications presented by authorized institutes, such as "Combined
Compendium of Food Additive Specification (by JECFA)", FCC (Food Chemical Codex),
JP (Japanese Pharmacopoeia), etc.

These referred existing specifications are called "Reference Specification (Ref. Spec.)" in
the draft Overview Document, and the document or report which indicates the "Reference
Specification" is called "Reference Standard (Ref. St.)". The Reference Standards are also
included in References.

In I-5-3-1. "Reference Standards", list the Reference Standards that were used as references
in setting components in "Draft Specifications". Reference Standards are chosen from the
literature you collected in the previous section.

In "I-5-3-1., there are "Reference table for specification of proposed food additive" as a
check table for "Draft Specifications" for you. Please confirm the information you have and
check in each item. In some items, multiple tests are listed as in (o) (Loss on drying and
Water content), (p) (Residue on ignition, Total ash, Acid-insoluble ash). In such cases, please
select the required test only, and delete others.

In I-5-3-1, for "(1) Method for Identification" and "(r) Assay", you can choose "Existing
method" or "Developed method". "Existing method" means the method used by authorized
institutes such as JECFA, FCC, or JP. "Developed method" means that the testing method
other than "existing methods" and newly proposed by the applicant.

In [-5-3-1, if there is any doubt about the reliability of the test, it may be necessary to confirm
its validity. Therefore, it is desirable to validate these test methods at stage 2. If the selected
method is found to be inappropriate in Stage 3, the applicant will return to Stage 2 and revise
Check-sheet2.
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16)

In "I-5-3-2. Comparison table", please list all the references which support the proposed
value or test method.

17) In "I-5-3-3. Grounds for establishing the draft specifications", it is necessary to refer to

18)

19)

20)

21)

22)

multiple references for proposed specifications (e.g., standard values and testing methods,
etc.). In such cases, please provide the reference number and outline for each reference.

In "I-5-3-4. Validation of the draft developed test methods and test results", the developed
method should be validated, and its result should be attached. For example, when setting a
specification value in a purity test, an additive recovery test (e.g., n=3-5) should be
conducted, and the recovery rate and relative standard deviation are required. The results
should be summarized in a report that includes data showing the nature and progress of the
test (calibration curve, lower limit of quantitation, etc.) and should be documented in the
reference.

When you compile the Overview Document, you should have all test results for each test
method established for each item. Please write down the report including the details of
implementation, process to get the result, etc., and then add the report in the Reference.

In "I-5-4. Stability of the food additive," please describe your knowledge in the preservation
management of the additive. Regarding stability of the food additive added to food, please
compile and describe in "II-2. Stability of the additive in food products".

In "I-5-5. Analytical method of the food additives in food products,”" please include any
references papers, validation of the analysis methods, and analysis results in foods, as well
as literature on analytical methods in foods that can be used as references.

In general, please set up your use standard as the limitation of food to be applied, or as the
maximum quantity applied to food. In "I-6-1. Drafting use standards", in case the applicant
would propose the standard, the applicant should provide the draft of use standards. In "I-6-
2. Grounds for establishing use standards", if the applicant wishes to establish the proposed
use standards, or the applicant considers the use standards are not necessary, please describe
the ground for them.

Please note that it is also related to estimating daily intake. Based on the draft of use standard,
total amount of the additive as intake would be calculated in the draft Overview document,
and the calculated value would be used for the safety assessment.

In "III. Findings regarding safety," please keep in mind to prepare each item in accordance
with the "Guideline for Assessment of the Effect of Food on Human Health Regarding Food
Additives" established by the Food Safety Commission. The Guidelines by FSCJ provides
examples of cases where submission of toxicity test results, etc., are exempt, so please check
the reference to see if these are the cases. Regarding the results, please include the claims of
the applicants based on evidence, so please collect such reference and include it in the
reference list.

60



23)

24)

25)

26)

27)

In "III-2-7. Results of other studies", you should describe when the relevant literature was
found. If the relevant literature was not found after search or investigation, briefly describe
what kind of investigation or search was performed and what was not found.

In "IV. Estimation and consideration of daily intake", in accordance with the Guideline by
FSCJ, the claim can be made based on the proposed use standard (including reasonable
presumptive grounds in the case of a proposal not to set a standard of use) and the dietary
intakes for Japanese, etc., so please collect and list the citations thereof.

If there is any literature that was not included in any of the above items, but you think it is
related to the request, please list it in "V. Other special notes".

In "VI. Information on references", please include the Reference number and bibliographic

information of all documents as literature listed in "I. Information on the proposed food
additive" ~ "V. Other special notes". When describing bibliographic information, please
refer to the <reference> of the additive evaluation report published by FSCJ.

If you have any questions regarding the description, please refer to "the Guide", "Guideline
for Assessment of the Effect of Food on Human Health Regarding Food Additives " (FSCJ),
the related contents of MHLW website, and the information posted on the Center's website,
please contact the address to which the e-mail will be sent on the website.

About submission

When submitting, please send the 6th and subsequent pages of Check-sheet2 as electronic
files (MS Word is preferred) to FADCC. Pages 1 to 5 contain points to note when filling out,
so they are not required for submission.
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Check-sheet2
Food additives in general
New designation, revision of use standard or specification

Name of the requested item:
Version:
Date of entry (yy/mm/dd):

Information of applicant
(When you have no change in any item in this part, please fill the name of contact person and affiliation
only, then skip to the next.)

Name of applicant or representative (name of company or organization):

Address of applicant or representative:
Name of contact person:
Phone number:

Email address for contact person:

I. Information on the proposed food additive
(Please check the latest information before description.)
I-1. Name and uses
I-1-1. Name
Reference number:
Outline:
Note: If you have more than one reference, please copy & paste the above space for entry.

I-1-2. CAS registry number (if available)
Reference number:
Outline:

I-1-3. Uses
Reference number:
Outline:

1-2. Origin or details of development
Reference number:
Outline:

I-3. Use status in Japan and overseas
I-3-1. CODEX

Reference number:

Outline:
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I-3-2. EU
Reference number:
Outline:

I-3-3. USA (The United States)
Reference number:
Outline:

1-3-4. Australia and New Zealand
Reference number:
Outline:

[-3-5. Japan
Reference number:
Outline:

[-4. Safety Assessments by international or other organizations

[-4-1. JECFA (Joint FAO/WHO Expert Committee on Food Additives)
Reference number:
Outline:

[-4-2. EFSA (European Food Safety Authority) and SCF (Scientific Committee on Food)
Reference number:
Outline:

[-4-3. US FDA (Food and Drug Administration)
Reference number:
Outline:

[-4-4. FSANZ (Food Standards Australia New Zealand)
Reference number:
Outline:

[-4-5. FSCJ (Food Safety Commission of Japan)
Reference number:
Outline:

I-5. Physicochemical properties

I-5-1. Structural (or rational) formula, molecular formula and molecular weight
Reference number:
Outline:

[-5-2. Manufacturing methods

Reference number:
Outline:
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I-5-3. Specifications

% If you only require revision of standards for use, please go to "5-4. Stability of food

additive".

1-5-3-1. Specification proposal
Reference Standards
Reference number:
Outline:
Note: Ifyou find more than one Reference Standard, please copy & paste the above space for entry.

Reference table for specification of proposed food additive (Check box for the preparation)
(For (a) to (s), Please refer to the explanation of “Draft specifications” in "the Guide")
*  "Ref. St.” means ‘“Reference Standard"

Items of Draft specifications Information Check box
(a) Name (in Japanese) Draft O Set [INot yet
Ref. St. O Acquired [Not yet
(b) English Name Draft O  Set CINot yet
Ref. St. 00 Acquired [INotyet
Alternative English Name Draft O  Set CINot yet
Ref. St. 00 Acquired [INotyet
(c) Alternative Japanese Name Draft O Set [Not yet
Ref. St. 00 Acquired [INotyet
(d) Structural formula Draft O Set [INot yet
Ref. St. O Acquired [Not yet
(e) Molecular or compositional Draft O Set [INot yet
formula Ref. St. O Acquired [Not yet
(f) Molecular or formula weight Draft O Set [INot yet
Ref. St. O Acquired [Not yet
(g) Chemical name Draft OO Set [Not yet
Ref. St. 00 Acquired [INotyet
(h) CAS registry number. Draft O Set [Not yet
Ref. St. 00 Acquired [INotyet
(1) Definition Draft O Set [Not yet
Ref. St. 00 Acquired [INotyet
(j) Content Draft O Set [INot yet
(Specifications)

Ref. St. O Acquired [Not yet

Test results 0 Acquired [INot yet
(k) Description Draft O Set [Not yet

(Specifications)

Ref. St. O Acquired [Not yet

Test results 0 Acquired [INot yet

64



(1) Method for Identification (Add lines if necessary.)

Developed method Draft (Method and | OO Set [INot yet
criterion)
Reference 00 Acquired [INotyet
Method Validation | 0 Done CINot yet
Test results 0 Acquired [INot yet
Existing method Draft (Method and | OO Set [Not yet
criterion)
Ref. St. O Acquired [Not yet
Test results 0 Acquired [INot yet

(m) Specific Properties. (Name of item to be set up. Add more columns if necessary.)

Draft O Set [INot yet
(Specifications and
Methods)
Ref. St. O Acquired [Not yet
Test results O  Acquired [INot yet
(n) Purity (Name of item to be set up. Add more columns if necessary)
Draft O Set [Not yet
(Specifications and
Methods)
Ref. St. 00 Acquired [INotyet
Test results O Acquired [INot yet
(o) Select required item from “Loss | Draft O Set [INot yet
on drying”, and “Water content”. (Specifications and
Methods)
Ref. St. 00 Acquired [INotyet
Test results O Acquired [INot yet
Loss on ignition Draft O Set [INot yet
(Specifications and
Methods)
Ref. St. O Acquired [Not yet
Test results 00 Acquired [INotyet
(p) Select required items from | Draft OO Set [Not yet
Residue on ignition, Total ash, Acid- | (Specifications and
insoluble ash. Methods)
Ref. St. O Acquired [Not yet
Test results 0 Acquired [INotyet
(q) Microbial limit Draft O Set [Not yet
(Specifications and
Methods)
Ref. St. 00 Acquired [INotyet
Test results O Acquired [ONot yet
(r) Assay
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Developed method Draft (Method) O Set [INot yet
Reference O Acquired [ONot yet

Validation 00 Validated [Not yet
Existing method Draft (Method) O Set [Not yet
Ref. St. 00 Acquired [INotyet
(Validation) O Acquired [ONot yet
(s) Storage standards Draft O Set [INot yet
Ref. St. 0 Acquired [INotyet

1-5-3-2. Comparison table
The purpose of the "Comparison table" is to confirm the proposed specification and Reference
Standards.

Reference number:

Outline

1-5-3-3. Grounds for establishing the draft specifications
(a) Japanese name

Reference number:

Outline:

(b) English name and Alternative English name
Reference number:
Outline:

(c) Alternative Japanese names
Reference number:
Outline:

(d) Structural formula
Reference number:
Outline:

(e) Molecular or compositional formula
Reference number:
Outline:

(f) Molecular or formula weight
Reference number:
Outline:

(g) Chemical name
Reference number:

Outline:

(h) CAS registry number
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Reference number:
Outline:

(1) Definition
Reference number:
Outline:

(j) Content
Reference number:
Outline

(k) Description
Reference number:
Outline

(1) Method for identification
Reference number:
Outline

(m) Specific properties
Reference number:
Outline

(n) Purity
Reference number:
Outline

(o) Loss on drying, loss on ignition or water content. (Required item only.)
Reference number:
Outline

(p) Residue on ignition, total ash, acid-insoluble ash. (Required item only.)
Reference number:
Outline

(q) Microbial limit
Reference number:
Outline

(r) Assay
Reference number:
Outline

(s) Storage standards

Reference number:
Outline
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1-5-3-4. Validation of the draft developed test methods and test results
1-5-3-4-1 Validation grounds of draft test method(s)

Reference number:

Outlines:

1-5-3-4-2 The results tested
Reference number:
Outlines:

[-5-4. Stability of the food additive (from the point of archiving management.)
Reference number:
Outlines:

I-5-5. Analytical method of the food additive in food products
[-5-5-1 Reference papers

Reference number:

Outlines:

[-5-5-2 Validation of the analytical method(s) (e.g., recovery test results)
Reference number:
Outlines:

[-5-5-3 Test results assayed in the proposed target foodstuff (if available)
Reference number:
Outlines:

1-5-5-4 Other reference reports about analytical methods (not the proposed methods, but useful as the
consideration)

Reference number:

Outlines:

[-5-5-5 Grounds for the analytical methods of food additive in foodstuff
Reference number:
Outlines:

I-6. Draft use standards

I-6-1. Drafting use standards
Reference number:
Outlines:

[-6-2. Grounds for establishing use standards

Reference number:
Outlines:

68



I1. Findings regarding effectiveness

II-1. Efficacy as food additives and comparison with other similar food additives
Reference number:
Outlines:

11-2. Stability of the additive in food products
Reference number:
Outlines:

I1-3. Effects on nutritional component in food products
Reference number:
Outlines:

II1. Findings regarding safety
To describe in the item, please refer the latest version of "Guideline for Assessment of the Effect of
Food on Human Health Regarding Food Additives" published by FSCJ.
ITI-1. Results of toxicokinetic studies
Reference number:
Outlines:

I11-2. Toxicological studies

I11-2-1. Results of genotoxicity studies
Reference number:
Outlines:

I11-2-2. Results of repeated dose toxicity studies

I11-2-2(1) Results of sub-chronic toxicity studies (90 days)
Reference number:
Outlines:

I11-2-2(2) Results of chronic toxicity studies (over 12 months)
Reference number:
Outlines:

II1-2-3. Results of carcinogenicity studies
Reference number:
Outlines:

III-2-4. Results of reproductive toxicity studies
Reference number:
Outlines:

I11-2-5. Results of developmental toxicity studies

Reference number:
Outlines:
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I11-2-6. Results of allergenic studies
Reference number:
Outlines:

III-2-7. Results of other studies
Reference number:
Outlines:

II1-3. Findings in humans
Reference number:
Outlines:

IV. Estimation and consideration of daily intake
Reference number:
Outlines:

V. Other special notes:
Reference number:
Outlines:

VI. Information on references
1)
2)
3)

VII. Information of the testing institution(s)
In case of contact necessity, please specify the contact point for relevant institution(s)

For example,

Testing institution which conducted independent testing method(s) described in this document.
Name of the institution:

Mailing address of the institution

Responsible person (affiliation/name)

Phone number:

E-mail address for contact person:

Testing institution which validated the analytical method(s) for the testing method(s) described in this
document.

Name of the institution:

Mailing address of the institution

Responsible person (affiliation/name)
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Phone number:
E-mail address for contact person:

Testing institution which conducted proposed analytical method(s) for food additives in targeted food
described in this document.

Name of the institution:

Mailing address of the institution

Responsible person (affiliation/name)

Phone number:

E-mail address for contact person:

Institution which carried out the safety study(ies).
Name of the institution:

Mailing address of the institution

Responsible person (affiliation/name)

Phone number:

E-mail address for contact person:
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