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Draft Provisions of the Guidelines on Checkpoints for Ensuring Safety

Disclaimer

This document is an extracted text from materials submitted by consumer organizations to the FY2026 2nd Meeting of the Food Sanitation
Standards Council's Newly Developed Foods Investigation Subcommittee (held on 28th May, 2026). This document was voluntarily prepared by the
Japan Association for Cellular Agriculture (JACA) as an unofficial translation. Al-assisted machine translation was used in the preparation of this
English translation, with the aim of staying as faithful as possible to the original Japanese text. Please note that copy-paste errors may exist. If you
notice any mistranslations or unusual expressions, we would appreciate it if you could share your feedback with the JACA Secretariat:
https://jaca.jp/en/contact-us/

This document should not be cited or quoted without first verifying the original source materials. JACA assumes no responsibility for any
inaccuracies or omissions contained herein. Official information can be found here:

T FEE 2 AEMFELERELHFARBRFENE(2026 F£5 A 28 H) B

https://www.caa.go.jp/policies/council/fssc/meeting materials/review _meeting 004/046302.html

Note on Numbering and Source Materials

This translated document/material uses item numbers such as @, @, @, etc.

For the corresponding content, please refer to the translated materials available on the following page, if the version of the materials from the
February 5, 2026 meeting is sufficient for your purposes: JACA page on the February 5, 2026 meeting materials.

Alternatively, the original Japanese text is available as reference material on the page for the May 28, 2026 meeting.

HTMB8E2ASADARKICEVTRLEZAAS FIAVEF (B) IOV TETF. REMHER LOERR
A2 MIBRAHAIERMGEBITODVTREZIT S,

Regarding the draft outline of the guidelines presented at the subcommittee meeting on February 5, 2026 (Reiwa 8),
this document first examines the specific provisions concerning the checkpoints for safety confirmation.

KIFLOHIT~HA|, MEBREZEIZDOVTIESEER
2% The sections covering the Introduction, General Provisions, and Comprehensive Assessment will be discussed at a
later stage.

F£3 MEOME. HEF

Chapter 3 Properties and Characteristics of Cells

1 HEMH LGS - B

1 Cells and Tissues Used as Starting Materials

(1) EXRWEERS
(1) Basic Approach

O HEEERMICLYRHESNIBEROHEICHAW MR NLZRMBIEOBAE S LG LHBEIZDLNT

T, XREGDRLMEICKESEET IERAN L. HEOBEXT 2IYRVANEOUEICMZ., £F
Mo DR - MRAZRVOCFRHLBENBEIICLEATVILELDH D,

o With regard to cells used in the manufacture of food manufactured using cell culture technology and the tissues
from which such cells are derived, it is necessary that — in view of the significant impact on the safety of the final
product — not only the properties of the animals and aquatic organisms from which the cells originate, but also
the methods of collection and handling from living organisms and contamination prevention measures are
appropriately implemented.

O #HICHIRIREEN S EEMHOREICE T, BA LEEMFERHXIILEMHNT— FIZTDNTIE,
ZOROHUETIRICEVTRERICKRET I ENRELLIEZENHEEND. HHBBICEITLE
BIFICEETHD,

o In particular, biological or chemical hazards that become incorporated during the period from cell collection
through the early stages of culture may in some cases be difficult to completely remove in subsequent
manufacturing steps; therefore, management during this stage is especially critical.
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(2) &

(2) Specific Provisions

1) BELE-HBEOLONOSHRVBEROARICHEET SZHYE (HEEKRS Y FREQ®)

1) Toxicity of the Selected Cells Themselves and Toxic Substances Present in the Fish of Origin (Checkpoint

Items @@)

O BEINDIMAICOVTIE, A bhA2, RILEVEOEEEEMEOELEZT M. 7O
FrESU XD RF0, TJURMRD Y, FOEMBEOBRZTZ—EE2ETHROEGE. 1EE
[CEYEZRAEBETEYEINRREFICHUEFELEL-O. £EFUEYMEZELALLGVC L, BAS
FEALBWIENROLND,

o Where cells to be cultured are of a type that produces bioactive substances such as cytokines and hormones, or
that contains a certain quantity of naturally occurring toxins such as tetrodotoxin, saxitoxin, brevetoxin, or
domoic acid, such bioactive substances may be present in considerable amounts in the final product as a result of
culturing; therefore, it is required that the cells neither produce bioactive substances nor contain naturally
occurring toxins.

2) BpEICERT AFERE (ME. VMILRE) ( BSE (FUAY) | TOMER (FREMERE
B0) BRI OERSE (BROKRS Y FOEEGE®)

2) Pathogens Attributable to Animal Species (Bacteria, Viruses, etc.), BSE (Prions), and Diseases Carried by
Animals of Origin Including Other Conditions (Including Non-Communicable Diseases) (Checkpoint Items

®E®)

O HEmML-HRICHE. VMIILAEREANEENSGE. BEICIYAXFRALBIEEI ST
. REKBENSATOVENRZEEICHI S LAKRDLNS,

o If collected cells contain pathogens such as bacteria or viruses, those pathogens will also be amplified through
culturing; therefore, it is required that only cells free from pathogen contamination be used for culture.

O Bf. AMYFORBEE (LT REEESER] £VV5, ) ITEVLWTHLUERICSHLTRESL
5 THEBITRIHKEl . HILERFEEI . TVRATUT7 -E/ YA bFRRX) . [9RR MDY
LE&AI . TRRETUAI . TEcoli (EERKEBEHE) | . TKIFEHE] . TBREEREE .
MRS FICRIAREEICELLEEEILELY . RE. RERKOAZTHBAREEL EBEEY
BICGKBEEINIREENHDBE. TOREEDREMEMICLDFEICDONT, BEL-LTH
REEETDHENKROLND,
o0 Beyond management in accordance with the standards prescribed for similar products under the Standards and
Criteria Notification for foods, additives, and related items — covering Staphylococcus aureus, Salmonella spp.,
Listeria monocytogenes, Clostridium spp., Vibrio parahaemolyticus, E. coli (fecal coliforms), coliform bacteria,
Enterobacteriaceae, and bacterial count — where there exist infectious diseases of broad concern associated with
the animal species of origin, such as zoonotic diseases derived from livestock or poultry, it is required that cells be
selected with due consideration given to the risk of contamination by the causative microorganisms of such
diseases.

O RBFMIOVWTIFTVAVDI)RINHD1-80. HRETRNT 2568 REEEER (B B
m—AROEE, MIRVAEELE) SOBRFRESICEDET. BXIBYORER. BRI (EE5. &
2. BR%) FICHRAIRFINHLIRAICBEEINIRETHD,

0 As ruminants carry a risk of prion contamination, when collecting cells from such animals, attention must be
paid to the regulations concerning the country of origin of the donor animal and specified risk materials (spinal
cord, dura mater, eyes, etc.) as set forth in the Standards and Criteria Notification (Section B: General Standards
for the Manufacture, Processing, and Preparation of Food) and other applicable laws and regulations.

O Ff-. BMBEAEEF I0FKIZENT, ERICEET 2EMICHET HHUZERICHT 52 EAEL
SNTWAS-0., HIZIENRT HGEFREBMLVERT LS EAROLONE, (REIEITHENT
AVAIR— MY AHMEFCOVNTIE NF4 REEE, RETEICLDSIVRVEEDAERK] SR)

o Furthermore, as Article 10 of the Food Sanitation Act prohibits the use of parts derived from diseased animals
as food, it is required that cells be collected from healthy animals. (For bacteria and other contaminants
introduced during the manufacturing process, refer to "Chapter 4: Risk Avoidance Measures through
Manufacturing Control and Quality Control.")

3) HERBMIBRESh-BMAEESZORYE (ERKR, > FOEEQW)
3) Residues of Veterinary Drugs Administered to the Animal of Origin (Checkpoint Items @)
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O BMAEESRFICTOVWTIIBEICIYIBET 2D THLD, HBICHLAEOBMAEERENE
BlL. RBREEETRTTHESNIIYREERFORBEEEZHZ 556, RREEEROEREL
THRENZBIESINEZZEICODVWTEBEINEIRETH D,
o Although veterinary drugs and similar substances are not amplified through culturing, attention must also be
paid to the fact that where a considerable quantity of veterinary drugs or similar substances remains in the cells
and exceeds the residue limits for such substances as prescribed in the Standards and Criteria Notification, the
sale of the product would be prohibited as a product in violation of those standards.

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

BB R CHEEHICET 51EHR FE. 86, SEBOERREGS)
+ Information on the animal of origin and the tissue of origin (species, anatomical site, conditions for collection
of animal tissue, etc.)

BETEMENAEET SRMOEEREIUEYE. EUEVEICET H1FHR

+ Information on known bioactive substances and toxic substances produced by the selected cells

HREANEFICEFTFNSUREMEOHLBMNDOBAEICET 515K

+ Information on known naturally occurring toxins potentially present in the aquatic organisms of origin

HEEMORBIRER VERABRIREICEYT S 1F®

+ Information on the health status and rearing environment of the animal of origin

BYRAERROKREICET H1F®

* Information on the administration of veterinary drugs

FIRAZRUCHHREICEYT S FIEE

+ Standard operating procedures for collection methods and initial handling

HEEYMRUVMHEETOMBICE T 5MEY. VA IILAFICET 51EHR
* Information on microorganisms, viruses, and related agents in the animal of origin and in cells during initial
culture

MraniEsE. MIROR—MHERICET IHBRAERUVER (Bl EEMRY) A 7 —EEHRGERE
(LR TPCRI &ULV5, ) %)
+ Cell type, and test methods and results for confirmation of cell identity (e.g., quantitative polymerase chain
reaction testing (hereinafter "PCR"), etc.)

(ERp o EEERL-HETEdmhlz A0 5I58ITENYT X EER)
(Additional information required when using commercially available cells rather than cells collected directly from
living organisms)
B Em X F DB H D IFH
+ Information relating to cell line establishment, such as the original establishment paper

RFETH o DMROERER (RREREEEFILET)

+ Basic cell information from the supplier (including pathogen testing items, etc.)

(MR ZER SIS E(CIBINY N EEHR)

(Additional information required when using primary cells)

FREERUVOY FEEDAE

+ Collection frequency and lot management methods

(#B# - MR ZEREEY B A ICIBMT N EFR)

(Additional information required when outsourcing tissue/cell collection)

Y IS4 v—EHICET H1ER

* Information on supplier management

[M8EFE2 A5 AT RLI-EXAE)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)

MRAN . TERMOBEEE (FF—BMEEHTSEE (FIK) . ENVIFEEET HEE (RELH
R, ZRettEMRE L) ) 1. TFF—BMICET SREEE] ITOLTREH,
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To address: "General Principles," "Eligibility of Starting Materials (when replacing donor animals (primary cells), or
when establishing cell banks (immortalized cells, pluripotent stem cells, etc.))," and "Record Management Concerning
Donor Animals."

(COBEETHRSIBER - \T—F%)
(Concerns and Hazards Addressed in This Section)

@ EFBEELEHBEZFOLOOEM

@ Toxicity of the selected cells themselves

@ HBEROANEICHEET HEMUYE

@ Toxic substances present in the aquatic organisms of origin

G®® BSE (FUA) . TOMEE GEREMRBEET) B EARDYISEEDRR

@@ BSE (prions) and other diseases carried by the animal of origin, including non-communicable diseases

©®© #WRICERY SWRE (HE. V1ILRAF)

@ Pathogens attributable to animal species (bacteria, viruses, etc.)

QW BXBYICESL-BYRAEERZEDRE
@ Residues of veterinary drugs administered to the animal of origin

2 MR

2 Characterization of Cells

(1) EXRWEERS
(1) Basic Approach

O WEICAWASHMICOWTIE, TOHREY. R, MREFDEVAZTOERWFEETHRE
TEHEELRERTHY. ChoDEVIRREZOZTEURVREICEEZRIZILES.

o With respect to cells used in manufacturing, differences in the animal of origin, anatomical site of collection, cell
type, and related factors are important elements that define the fundamental properties of the cells, and such
differences may affect the safety and quality of the final product.

O #Ff=. HifaE. BFE. MLFE. KIEZOMDOLEIZHL, ZOHELELT HEHEELH D,
o Furthermore, the properties of cells may change as a result of culturing, induction of differentiation,
establishment of cell lines, or other treatments.

O Zo=®. HEFAOMBIZELTIE., BEICHIT IMiENEREGTLE. ERL-HERETHS S
LEHRTDHELEBIT, TOEXRMBFEHEETEYICIBEL TEBELNH S,

o For this reason, with respect to cells at the starting point, it is necessary to confirm that the cells to be used for
culture are of the cell type intended in the product design, and to appropriately ascertain their fundamental
properties.

(2) &

(2) Specific Provisions

1) BREREICK SRR EDOEL (BERKS Y FOEED)

1) Changes in Cell Characteristics Due to Cell Line Establishment Processing (Checkpoint Item @)

O WHEBRIZH T 5MAEFENEYICEEIA TS EELHIC, HIEZEOMARIZDONT, SEERHE.
AHRERZEQREICLHIBIEXEZFOMER. RUBEBEHE., Miav—H—FITL2RBEOHERENTHN T
WBIZEMNROBND, T, YFRE—EINVIRBT—F TNV ) EZHEET HEEEFT. D
HRT L YERECTVD., BEEFTOTOLRIIOVTEBENTHE I LARD LN D,

o It is required that the cell characteristics at the starting point be appropriately ascertained, and that for cells
after establishment of the cell line, confirmation of proliferation behavior through measurement of doubling
time, viability, and related parameters, as well as confirmation of phenotype through morphological observation
and cell marker analysis, be carried out. In particular, when establishing a Master Cell Bank (MCB) and a Working
Cell Bank (WCB), these confirmations shall be conducted with greater rigor, and the process up to establishment
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is required to be appropriate.

O REIZHLT, BEBHEFZTL. R2EARRUVREHREBEICELVEEN TV EZHLNTT
5 &, MAT, BIEXITMRBEEICLY., PHLLAVEEYE. £ EIMWEZFEI BT 5L 46K
BORBICOLGHNIEENELTVWLRWI LZHERT IVENH D, SHITEGENREUIER S
TWAHIEMNEFLLY,

o Where necessary, karyotype analysis and other appropriate methods shall be conducted to confirm that there
are no significant abnormalities in chromosome number or chromosomal structure. In addition, it is necessary to
confirm that no changes have occurred through cell line establishment or subculture that would lead to the
expression of traits resulting in the secretion of unexpected harmful substances, bioactive substances, or similar
compounds. Furthermore, it is desirable that genetic stability be confirmed.

2) RHIDEE - BA (FERKRA> FOIEEQ)

2) Selection of Incorrect Cells or Cell Contamination (Checkpoint Item @)

O HHEBAICETHMEICONT., BHEENTSAI—FALVPRICKY . BEF L, BEULE
VOB GELLICHRT SMIATHAHIZ L EZHRT S ENROLND,

o It is required that cells at the starting point be confirmed, by means of PCR using species-specific primers, to be
derived from the appropriate anatomical site of the appropriate animal as specified in the product design.

O 3D 247. HilaD24 7. #itHlas OE—1. MEADOKE, SMLKE. HEERICERLEL
BAMRFCOWNT, EEEFHERE PR, BEEFRBEBHLTE) ITXYHREIT S &,

o The animal type, cell type, identity with the established cell line, cell morphology, differentiation status, and the
presence of contaminating cells unrelated to the culture system shall be confirmed by genetic testing (such as
PCR and gene expression analysis).

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

OB N

+ Basic information on the cells

BERER UM ZECRFEREFICHT H1FH
+ Information on phenotype and related properties, including proliferation characteristics and
differentiation characteristics
(BLEIZIELCT) EEFEMFHICEAT SRR (Bl HBEHRE)
+ (Where necessary) Information on genetic characteristics (e.g., karyotype analysis, etc.)

MAaE., RMOREICET H1F|W (Bl - BRFEN TS 4 v—ZFHLV= PR F)

+ Information on cell type and lineage identification (e.g., PCR using species-specific primers, etc.)

BIEFETOBIIIRIZET 21EH

* Information on the establishment process up to cell line formation

(FM8E2ACHMRTRLI-EXAED)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)

MRA . THRORMEET (MiRofH. EXHOHE. SEEOREBFRE. MEYFENRE. 1BIE
i, SMefE. EEFERNEERE. REFNEE. FEMEEAYE. oSBT EGREXERER) | .

MREAERUVEYEAGLESR] . NERAEELEE] | TDOVTEH
To address: "General Principles," "Cell Characterization (characteristics of cell populations and subpopulations,
morphological characteristics of each population, microbiological characteristics, proliferation characteristics,
differentiation characteristics, biochemical markers, immunological markers, characteristic products, and other
characteristic genotypes or phenotypes)," "Storage Methods and Mix-up Prevention Measures," and "Transportation
Methods and Management."

(COERTHRIBER - \T—F%H)

(Concerns and Hazards Addressed in This Section)
@ Bk SMAFEDEL
@ Changes in cell characteristics due to cell line establishment processing
@ HBMEOEE. EA

@ Selection of incorrect cells or cell contamination
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F4 HEEE, REEEICKSIURVEEDAEK
Chapter 4 Risk Avoidance Measures through Manufacturing Control and Quality
Control

1 BLEAEITONT
1 Manufacturing Methods

(1) EENETEOHM. —BRELEEERUHACCP [C# L1=FLMILIEE. ¥M—1HEBRT S
ODIEREERSE
(1) Details of Critical Manufacturing Steps, Contamination Prevention Measures in Accordance with
General Sanitation Management and HACCP, and Process Control Measures to Ensure Uniformity

1) BXNGEZS
1) Basic Approach

O MEERMICIYVRESNIBAIL. MROFE. BE. BERUVEBEIWICESET, —BL#E
AEBRUVSREEEARFHOBENRODONDS, TOH. HOWPWIEETREIZDONT, CORMNERT
52LTEEMTHASIC ENEHMICREINILENH D,

o Food manufactured using cell culture technology requires the establishment of a consistent system of
sanitation management and quality control spanning all stages from cell procurement and culture through
proliferation and harvest. Accordingly, it is necessary that all manufacturing steps be objectively demonstrated to
be reasonable in ensuring this standard.

O HIC. HRROEEICEWLTIE., —REETERUHACCP ICEL-AEIZKYILE - £ - MIEFEHN
HERIIHT SHERENELONSRIEFBELY., BEICIVESEHEEY—MIEESE5EH
TEELGRERMINROONEI EMNG, HIAEE - BIERE ZBUICHET 5 & OME0KEEE
UICHERTHENBHTEETH D,

o In particular, cell culture not only requires that prevention measures against chemical, biological, and physical
contamination be implemented in accordance with general sanitation management and HACCP-based methods,
but also demands highly advanced manufacturing technology to uniformly proliferate living cells through culture;
therefore, it is critically important to appropriately control the cell cycle and proliferation rate and to
appropriately monitor the condition of the cells.

O CoRzm-9=OICF, BRICTEZEGCHEIRZHEL CHYGARREZTOIC L. HRDRE
E. RWEICRLIFIEEZEDERK. SOICFHBEVLGBERFBEERIILEOREEENKROON D,

o To satisfy this requirement, quality control measures are required, including identifying particularly critical
manufacturing steps and assigning appropriate personnel, preparing product master documents and
manufacturing procedure manuals, and ensuring that appropriate facilities and equipment are in place.

2) &R

2) Specific Provisions

D EEUETEOHM. —MBEAEEHERUHACCP [CECIFLMHIEREE. ¥—1H%#EETS-H0T
REES

@ Details of Critical Manufacturing Steps, Contamination Prevention Measures in Accordance with General
Sanitation Management and HACCP, and Process Control Measures to Ensure Uniformity

O EEHNETROFME LT, HADELEZIIMR., HETEROLAKBRILLELY.. HEEERUSA
BERICHRAIIEENLTERZREH LXECTOERFFM  N)T—a3a v EECRIEICEITSFIE
NELIZEHONEZ ENKROLN D,

o With respect to the details of critical manufacturing steps, it is required that, in addition to the product master
document, not only an overview of the entire manufacturing process, but also documents describing the standard
operations for manufacturing control and quality control, and the procedures for each step including process
evaluation/validation, be appropriately defined.

O Ffl=. 2R ZHREEETLIERE. HEZEEILIERE. REZEEIHIERE. FIRBIIET



Unofficially translated by the Japan Association for Cellular Agriculture (JACA). For official information, please visit the

Consumer Affairs Agency website.
PHEITHEXEE - BEZEVICEET S L. EXE - BEDHF - IIENEYVICLEEINE-HDA
BRHEZEEST LI LbROONDE, (REEENEICLINSEOICE. ERZHRIEEET HER
BFLHEEZEEILIFAEZRISELGNI LD, REZEEIIERBLREZEET HSRREAEICD
WTIHHILEESZELEHLEETHD, )
o It is also required that a person responsible for overall management, a person responsible for manufacturing
control, and a person responsible for quality control be appropriately designated, that workers and staff engaged
in each step be appropriately assigned, and that a personnel structure be established to ensure that adequate
education and training of workers and staff is carried out. (To ensure that quality control is appropriately
implemented, it is also important that the person responsible for overall management and the person responsible
for manufacturing control not concurrently hold both roles, and that the person responsible for manufacturing
control and the person responsible for quality control be independent of each other.)

O EHIT—MEAEEERVHACCP £L-AEICLHFLRMHLEE., BEEZEKLOODEBEEIROS
AKEEL T, MBAOHMHEZEYI_EETE5%RENROLNS,

o Furthermore, facilities are required that can implement contamination prevention measures in accordance with
general sanitation management and HACCP, and that can appropriately manage cell control throughout the entire
culture process while maintaining sterility.

Q@ BE. EREMNENILOFR, EERFREVDENLGEYVDEAIIONT (EEBRS > FOIR
B ®OOD)

@ Contamination from the Environment and Food Contact Materials, Heavy Metal Contamination, and
Physical Foreign Matter Contamination (Checkpoint Items @)

O BELZERLOFHLEETE, K. ZEXDEYLEE, IFELKE - FEORELE - E€EHREDEST
NKROHND,

o Sanitation management in the vicinity of culture equipment, appropriate management of water and air,
sterilization of culture equipment and instruments, and compliance with heavy metal standards are required.

@ ABMLZIRIZONT (BRKRS> LOEEQ)
@ Human Error (Checkpoint Item @D)

O NBHIGIREHCHODBEIZONT, FET =2 T7ILPSP DEFERUIINALDESF. HE -
AR DHEETR. XRXBFEHLEROBEARO NS,

0 As measures to prevent human error, it is required that work manuals and Standard Operating Procedures
(SOPs) be developed and observed, that records of education and training be maintained, and that cross-
contamination prevention measures be thoroughly implemented.

EXERYRHShIREHER

Information to Be Submitted by Businesses
BERERVESREICET 51FER
* Information on facilities, equipment, and the manufacturing environment
HWETROIA—Fr—+
* Flowchart of the manufacturing process

ERRETRRVEHERBO—BEIHVICZEDRERM

+ List of critical manufacturing steps and control items, together with the rationale for their establishment

FEMEXFIEE (SOP) OBME
+ Summary of Standard Operating Procedures (SOPs)

K EMHERVEMRS ORERVERAE

+ Specifications and management methods for water, raw materials, and culture medium components

BRMIEEEICET 5 F®

*+ Information on contamination prevention measures

EXRBOHE. RERIIASICEYT 51FH

+ Information on worker education and the quality assurance system

(FM8E2ACHMRTRLI-EXAED)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)
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M&ERE (REIEOLKRB) | . EEHUETEOHM . TE=42U>J) . TEEEE (HACCP B
%) 1 [2DOLWTRH
To address: "Manufacturing Methods (Overview of the Manufacturing Process)," "Details of Critical Manufacturing
Steps," "Monitoring," and "Control Standards (Related to HACCP)."
(COBETHRS BARK - NF— %)
(Concerns and Hazards Addressed in This Section)
® BENSDFEIZTONT
Contamination from the environment
BREMMELNSDFLEIZONT

Contamination from food contact materials

@ EERFRIZOVT
Heavy metal contamination

@ ABREIRIZDNNT

@) Human error

Q@ HEHLGEYDEAIZDONT

@ Physical foreign matter contamination

(2) H#RADOEREYE
(2) Cell Stability

1) BXNGERS
1) Basic Approach

O BEY LML EREROKERVREMEICEET LI END. TOH— N —EDEHERN TH
BEINTWAIENDETH D,

o Since cells used for culture affect the quality and safety of the final product, it is necessary that their uniformity
be maintained within a defined range.

O R - HEE, NMEFEFICLY., HiROME. HEXITIBERFENEEL-GEICE, 498
ETELEL., BERLGVAEEEEMBECSHZHE OPEINEESNLAREELH Y. KREKDTEH
RUREBICEEZREITETALH D,

o When the properties, function, or proliferation characteristics of cells change as a result of long-term culture,
subculture, induction of differentiation, or other treatments, there is a possibility that unintended bioactive
substances or toxic substances not initially anticipated may be produced, which could adversely affect the safety
and quality of the final product.

O =&, HIROBHEELZBEICIBET S5-ODEENRESN, REINIEBRICEET S
EEBRTDE-ODEBAEICODVTHRESNILENH D, 51T, TLZ B - WHEICKRET S
AR, BRELICLIAEVEOELETDMDREM LOBRICDLENLIEEZHEE LT HHEREFIN
Kbonhd,

o For this reason, it is necessary that indicators be established for the appropriate monitoring of changes in cell
characteristics, and that management methods be established to ensure compliance with those indicators.
Furthermore, measures for the timely and accurate detection of changes, and a verification system capable of
detecting anomalies that could lead to the production of harmful substances or other safety concerns arising from
such changes, are required.

2) &

2) Specific Provisions

@ HMEOLILHFLIBEHORE., £EEUVEFOELE (ERBERS Y FOEE®)

@ Manifestation of Toxicity Due to Cell Deterioration and Related Causes, and Production of Bioactive
Substances (Checkpoint Item )

O RMBEICLIMBOLILZH -0, BRKEKOELRZREL. TOHRERN THAENHETS
NTWAHEZHRALI-LTREZTIENKROOND,
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o To prevent cell deterioration due to long-term culture, it is required that an upper limit on the number of
passages be established, and that manufacturing be conducted after confirming that cell characteristics are
maintained within that limit.

O REBIE. TOMOHBMEE L TOWVEIMBEREOELZIRIET 570, BIEEE (ENEHFE)
NREELTWS I &, MRERERZOMOBEYGIERZREL. TOHBEZREMICHERT S5 EAK
Hohd,

o To monitor abnormal proliferation and other changes in proliferation characteristics not initially anticipated, it
is required that appropriate indicators — including stability of the proliferation rate (doubling time, etc.) and cell
viability — be established and that their trends be continuously monitored.

O HMERREBOEIE., TDMOMEFIEDEILZIEET 510, BEHBRHRE. SLFREFTTOMD
BUIGAEICLY., HlaOREZHFE. KRRERUSMMLKES, ERL-KEICHEFSATWESI L
FHERTHILIRDOEND,

o To monitor changes in differentiation status and other changes in cell characteristics, it is required to confirm,
by means of microscopic observation, gene expression analysis, and other appropriate methods, that the
morphological characteristics, phenotype, and differentiation status of the cells are maintained in the intended
state.

O #HRRIZER. fE. VM ILAFOREADERE, RBFEREZOMOMBEREDEENELFZEIC
(X, BEREXISHEEHICEELARNL LMD, EBEFDPH, JILI—XEEZFZTOMOEY] 4T
BEBNSA—F—ZHREL. TOHEBERGMICERI S EAKROLNDS,

o When changes occur in cell status — such as infection by pathogens including fungi, bacteria, or viruses,
metabolic abnormalities, or other alterations — such changes will manifest in the culture environment or cell
behavior; therefore, it is required that appropriate in-process control parameters such as pH and glucose
concentration during culture be established and that their trends be continuously monitored.

O #Ff=. HEOHMLKREIZIE L T, BEHETEEICOVWTEYICHERT S LAKRDLND,
2. BEHEAL/RAICERSEES. HEIRICEVWVTECHNREEDHE AN LBEITREHEENH L5
B, BEGHNELOFREZEUICHERT LI ENROOND, HRETHAEL LTIE. 7/ LEFEHFT. %2
M. ECFREBHTOMOBUNLGFENBEZ SN D,

o Furthermore, depending on the differentiation status of the cells, it is required that genetic stability be
appropriately confirmed. In particular, when the culture period is prolonged, or when there are characteristics
that warrant attention from the perspective of genetic stability in the manufacturing process, it is required that
the presence or absence of genetic changes be appropriately confirmed. Applicable confirmation methods may
include genome analysis, karyotype analysis, gene expression analysis, and other appropriate techniques.

O LEDHERITEVWTRHRBEEDERLELELY ., AEVEFOELEIIDUN L EILOFEEHER
BENEETHD,

o In carrying out the above confirmations, it is important not only to confirm phenotype, but also to confirm
whether changes have occurred that could lead to the production of harmful substances or similar compounds.

BEELIYVRHINHIREER
Information to Be Submitted by Businesses
HRESTOES (BHEREE. REVEOXEME. EENREN) ICET H1ER
+ Information on variation in cell characteristics (proliferation stability, phenotypic stability, and genetic
stability)
BEPOEZR) VYT (HME. VMLRAEORAICHTEIEZL YT EET) ICET H1ER
(fl - HERRZRE. MMARFE, FMEE. J)ILao—X, B, BE. 3HFEER. HE)
+ Information on monitoring during culture (including monitoring for contamination by bacteria, viruses, etc.)
(e.g., cell density, cell viability, doubling rate, glucose, lactic acid, temperature, dissolved oxygen, pH, etc.)

(Ff8F2 A5 HMETRLI-EEXAE)

(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)

BLEDEREM] THET5 7/ LOTREM/BRUEREDFE] HMEHRR) OV TERET 5.

To address: "Genomic Instability / Induction of Karyotypic Abnormalities" and "Purity Testing" under "Manufacturing
Consistency."

(COERTHRIBER - \T—F%H)

(Concerns and Hazards Addressed in This Section)
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® FEHEHEH. BEF~AONME. TEDIRT vV GELE, HIEOSZEFICLLIZHEORE., &
HEEYMEFOEE
Differentiation into unexpected tissues or organs; epigenetic changes; manifestation of toxicity due to cell
deterioration or related causes; and production of bioactive substances

(3) HEDEEY - TR N T—2 a3y (BEAEZOEEROFTM@ZSD)
(3) Manufacturing Consistency and Process Evaluation/Validation (Including Re-evaluation upon Changes
to Manufacturing Methods)

1) BXNGEZS
1) Basic Approach

O MEERMICKYEAESINIZEROEET, & - BEEERT IEMHOIES DS OEEEML
DWHEERDN, MEEIE. MeREBZOMOMBAREICEELZRIIL. RREKOKERUVLTEMEIC
FEYTHARMELHD, CO-H. RHETROBEBICEVTHREZHZHETICEEL, REShE
HOTTHEIN-HEOREZ—EDHERNICINH D LITDOVT. BEMIERINIVDELH D
(UTF TREQEEME] E0V5, ) « TAERNYT—2 30 TIE, RKRESHNZTORIEITHERMICE
BIBHILEHMRBITDILDHELT, IEEELLT, T2V IAE - HE. RBRBREZEOHKR
FHEEEYICES. DEEERVREERIIET 52 TOFIERVIBEVICHBERFEFE THLAHFS
NEERNBONDILDTHLILEHERTILENH D,
o In the manufacture of food manufactured using cell culture technology, variability in raw materials constituting
the culture medium and scaffold components, and minor differences in culture conditions, may affect cell
proliferation, differentiation status, and other cell characteristics, and may thereby affect the quality and safety of
the final product. For this reason, it is necessary to ensure reproducibility in appropriately controlling
manufacturing conditions at each stage of the manufacturing process and in keeping the quality of products
manufactured under defined conditions within a specified range (hereinafter referred to as "manufacturing
consistency"). In process validation, it is necessary not only to confirm that the final product ultimately conforms
to its specifications, but also, as part of in-process control, to appropriately define monitoring methods and
frequency, test and inspection methods, and other confirmation methods, and to confirm that all procedures and
steps in manufacturing control and quality control, as well as the facilities and equipment themselves, are capable
of achieving the expected results.

O B, REIZEITS —EO&HEA] &lE. EERICKROOND LI LEELGY—Z—EITKD
23DTEAELD, BEREKOTEMEFDLELY . K- ARFORKEIZ OV THLIRERDEHFERITINDH
bNBHKEZETT,

o It should be noted that "within a specified range" as used in this section does not uniformly require the high
level of uniformity demanded of pharmaceutical products; rather, it refers to a level at which not only the safety
of the final product, but also quality attributes such as taste and flavor, are kept within the range of the reference
standard product.

2) &R

2) Specific Provisions

@ KREEEBICLIH—MHEROZE BRRS > FOEBED)
@ Impact of Large-Scale Culture on Ensuring Uniformity (Checkpoint Item @)

O HEDEEMDOHERICE->TIE, BETIRICHETHBBREEH (RE. pH, BHFERREE. it
AR, WEEHE) PHAECEESIN, BUIIEEINATWSIENRDETHD,

o In ensuring manufacturing consistency, it is necessary that each operating condition in the manufacturing
process (temperature, pH, dissolved oxygen concentration, culture medium composition, agitation conditions,
etc.) be clearly defined and appropriately managed.

O #Ff=. E#H. #EO Yy FRUEESFICHET HESDEITDOVTIRIEL. TOEENBEYL
HERNELGDHLIOEETIVLENH D,

o It is also necessary to understand variability arising from raw materials, cell lots, culture medium components,
and related factors, and to manage such variability so that its impact remains within an appropriate range.

O &hlz, RESNEHREFHOEFAANTERERELGSICEVTH, HAa0RERFE (WEY
FHEIK. LMK, MIREFES) N—EOHEERNICHRESATWDS I LERRI I LENDETH
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o Furthermore, it is necessary to confirm that even when manufacturing is carried out multiple times within the
range of defined manufacturing conditions, the quality characteristics of the product (microbiological properties,
chemical properties, cell characteristics, etc.) are maintained within a specified range.

O b, KREEEZTHIHEICE. BEREOTY—LFICLY ., HRFEXIHARZEICEZEN
ELCHAEEMLHL &b, RERBICIELERBAERICOVWTEETLIVLELNH D,

o Furthermore, when conducting large-scale culture, attention must be paid to management methods
appropriate to the manufacturing scale, as non-uniformity in the culture environment and related factors may
affect cell characteristics or product quality.

O HEFEDERZTOBICIE, REOREMICEEEZRIEFSILGVWIEEZHRETILENHD, T
LEITIAN)T=2a o ROoNEDITTIHELS, ZEOEEICKH L TRLELGHBETERT SN
Kbonbd,

o When changes are made to the manufacturing method, it is necessary to confirm that they do not affect quality
or safety. Full validation is not necessarily required; rather, it is required that validation be carried out to the
extent necessary in accordance with the impact of the change.

EEELIYVRHINHIREER
Information to Be Submitted by Businesses
LUTOREHREST TAERNY T—2 3 VICET 51ER
+ Information on process validation, including the following:
EZRYUJEEOHIENEE,. TOMOESEE, REEEICET SRR
* Information on in-process control including monitoring, and on other manufacturing control and quality
control measures

- BXRME. SREA—BINAVY D—F TN, BIRBEEOBERICHEITS. MEDOR
—t, MREOE (B, £7E, FMEEM%E) | MEYFE 137537, #E. EE. V
AIWRE) | EEFRFICHAT H1ER

+ Information at appropriate time points — including cells of origin, Master Cell Bank (MCB), Working Cell
Bank (WCB), and at the time of harvest — on cell identity, cell characteristics (morphology, viability, doubling
time, etc.), microbial contamination (mycoplasma, bacteria, fungi, viruses, etc.), and genotype

AEEERHABROKERE (FAEIELT3AY FUL)

+ Results of product specification testing (in principle, from three or more lots)

MEEDRF - BMORELR, FELCLIEONY T—2 3 VICEHT H1ER

* Information on validation of the cell washing and culture medium removal steps, and the inactivation

step
(WEHELER)

(Upon changes to manufacturing methods)
EBEN)T—3 VEICHT 51ER
+ Information on change validation, etc.
(Ff8F2 A5 HMETRLI-EEXAE)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)
TREDEEMS] CHFS (ToeXFHE//N)T—3>) THaDO®RE - BHOREIRE] TREEQ
B TREFEOEEROBTEI (CDOVTEHT .
To address: "Process Evaluation/Validation," "Cell Washing and Culture Medium Removal Steps," "Inactivation
Treatment," and "Re-evaluation upon Changes to Manufacturing Methods" under "Manufacturing Consistency."
(COBEETHRSIBER - \T—F%)
(Concerns and Hazards Addressed in This Section)

@) KRFEREEICEDHY—HEROZE

@ Impact of large-scale culture on ensuring uniformity
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2 BE-BETERAINIVEORENH

2 Safety of Substances Used in Manufacturing and Culture

(1) 1% - RIBERSF

(1) Culture Medium and Scaffold Components

1) BERWGEZS
1) Basic Approach

O #paESEREMIcLYREShIBRICAWN S, EihFmny. REEF. BX. REMEDE. B
BRAZTOMOERMEIZOVTIE, HEZARRVERAFHICELL, REHLOBINHHLDIZD
WTEALBEWZ EMRHEND,

o With respect to culture media, culture medium additives, growth factors, enzymes, antimicrobial agents,
scaffold components, and other substances used in the manufacture of food manufactured using cell culture
technology, it is required that any substance presenting safety concerns in light of its intended use and conditions
of use not be used.

O FAMEIZDONTIH. HOoMLHEBRELE-ZADBROMELIILOH LT HMEICHR LB EMLIRE
NHEETEHI LN ERINEIRETHD,

o For substances to be used, it should be confirmed that they conform to voluntarily established quality
specifications — including purity at the time of receipt — set in advance.

O EETIEDOM. HBRURERDICHREXT H5MEY. LEVEZICLYKRESNBLEING K
5. RE. ARFEAVEORKVRUVERAEZED. BUIIEEINATVWSIRENH D, FIC. B
BERD ZHERAT HI5EICE, SIYMBEERREZTOMORRERETEDY RV EZHEEA. TOHK, ®HiE
HiE, BETERKIENEVICHERESIATOWILENH D,

o During the culture process, it is necessary that appropriate management be in place — including storage,
handling, and methods of use of such substances — to prevent the final product from being contaminated by
microorganisms, chemical substances, or other agents derived from the culture medium and scaffold
components. In particular, when using components of animal origin, it is necessary that their origin,
manufacturing method, sanitation management status, and related information be appropriately verified, in light
of the risks of animal-derived infectious diseases and other pathogen contamination.

O BERTRIZEWVWTIE, TEQEMAES. KREEVEOMDEBYICOLNT., EFE. HHE. BREE
DB LG AEIZEY . TOEBIEENELONTVLILENH D,

o Following the completion of culture, it is necessary that reduction measures be implemented for unnecessary
culture medium components, metabolic products, and other residual substances by means of washing,
separation, removal, or other appropriate methods.

O RERHERZIEBLBIMEICOVTIE., TORBKENELIZIBES L, BEISE L THOMRUETE
@rThhdeeblc, RRERELTOREMNMREMICHERBIN TV IVLELHS, (THES5 #=H
mICEAT AHREER] SR)

o With respect to substances that may remain in the final product, it is necessary that their residual status be
appropriately ascertained, that analysis and evaluation be conducted as necessary, and that the safety of the final
product be comprehensively confirmed. (Refer to "Chapter 5: Comprehensive Assessment of the Product.")

O HERIHEMRUVRBERAICOVTIE, LEDEBENERTELHLD. &, EHEM. RE. B
k. ERAIRE. FAXH. RBFREETOMOLELGCTEZEZEE L -—EBEZRHTIVELNH D, &
B. ERLTERERICEITBEERIZFICDOVTIE, FUILT UOREEEYEICKRAET I EHERT
5T ENKDODOND,

o With respect to culture media and scaffold components to be used, it is necessary to submit a list organizing the
name, purpose of use, specifications, origin, manufacturing step in which used, conditions of use, possibility of
residual presence, and other necessary information, so that the above matters can be verified. It should be noted
that for scaffold components and similar materials intentionally retained in the final product, it is required to
confirm whether they qualify as allergens or antinutritional factors.

2) &R

2) Specific Provisions

@ BMELSFICKLSHMlaDRKHEL (EERS > FOEB®)
@ Changes in Cell Characteristics Due to Culture Medium Components (Checkpoint Item )
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O tEith - BERHNE L TRHVWAYEIZIODVNTIE, RRERICHT - RBLAVWI LZRAIELDD,
BT - BREBLEGSICANDBEEZENFILEALEBRZINGVEEZAONSBERAAOFEREZRAET
5 ENKROLND,
o With respect to substances used as culture medium or scaffold components, it is required that the principle be
to use food-grade components for which — while the baseline principle is that they do not transfer to or remain
in the final product — virtually no adverse health effects on humans are anticipated even in the event of such
transfer or residual presence.

@ BRADERAIAEEINGVEEEFORLEVEOYEOME - HBA~NDBTICLIERES
~DEE (ERBR/A> FDEBEO)

@ Residual Presence in the Final Product Due to Transfer of Growth Factors, Hormones, and Other Substances
Not Intended for Use in Food into Cells and Tissues (Checkpoint Item @)

O BRANDHEANMNEESINGUVED ZEMFICFERT HIHEICIE. RBEXIHEEXBELEEL,
BEENECXHEREZRFATCLTOERREZOREHLDEERNROONS, ([FE5 HAICH
THREER] SR)

o When components not intended for use in food are used in the culture medium or similar materials, it is
required that the residual amount or estimated residual amount be organized and that a safety assessment of the
final product be conducted based on the estimated intake and available literature. (Refer to "Chapter 5:
Comprehensive Assessment of the Product.")

O ERERIZEBLLVGEETH-TH. REXIFEHENSIE, HRAERUVZTORNEZRT
EkHoND, (F4 1 (3) HEDEEYR - TOEXFH- N T—2av) S8)

o Even in cases where no residual presence in the final product is anticipated, it is required to demonstrate the
process by which removal or reduction is achieved, the method of confirmation, and the basis therefor. (Refer to
"Chapter 4, Section 1(3): Manufacturing Consistency and Process Evaluation/Validation.")

@ HYAERRICHIETIRSFLIBEMICERALLIES. Ml - BEBABTICIIERAR~AOERE
(REEBDORS > FOEBEWD)

@ Residual Presence in the Final Product Due to Transfer into Cells and Tissues When Substances Equivalent

to Veterinary Drugs Are Used in the Culture Medium (Checkpoint Item )

O BMAEESREIRAICTOVT., Q@ BRE~NDEANMEESINLGVLEEREFLRILECEOYE
DR - MER~NOBITICL 2ERERK~NDEE] OEZ A &Rk,

o For substances equivalent to veterinary drugs, the same approach as set forth in "@ Residual Presence in the
Final Product Due to Transfer of Growth Factors, Hormones, and Other Substances Not Intended for Use in Food
into Cells and Tissues" shall apply.

@ FULLTY (EEBORS > FOEBED)
@ Allergens (Checkpoint Item @)

O IEHE D . BIEHA T OMOERAMENBRMDT LILT UICERAT I ERTEII L, %ET 55
BICE. RBEXIHEZBELEEL, EEENECNHMEREZBFA TEXERLERTICOVTOR
. BEBEEZELLICELMNROOND, ([HEE 37LILF— XEICHT HI1EH S8)

o It is required to confirm whether culture medium components, scaffold components, or other substances used
qualify as known allergens. Where they do, it is required that the residual amount or estimated residual amount
be organized, and that consideration of safety-related labeling and reduction measures be undertaken based on
estimated intake and available literature. (Refer to "Chapter 5, Section 3: Information on Allergies and Nutrition.")

® BYHERSNALDOTIFU 2R LHETIRAEDRREK~DREIT (HEERS > FOER
@®)

@ Transfer of Prions and Other Pathogens from Animal-Derived Components into the Final Product
(Checkpoint Items @@)

O MEFECERZOEYHRXRENEZERT H5E. SIMICHET SREARNMEICHEIT. FEREEHE
MICEBLGVWILDZRIRT S L, L LCIERIT. BRBLAGL CKEM2EXEEE ([T5&£
Bl . EBOTVWELENEZLL TLAEWL] OFAKR?) L5LGHBEZHELLSIZLARDLNS,

o When using raw materials of animal origin such as serum or enzymes, it is required to select materials from
which pathogens of animal origin do not transfer to the cells or remain in the final product, or alternatively, to
implement measures to prevent such transfer or residual presence.

O HEEHIZOWVWTIX, ZOHXEW. Eith, AETERREZHEZ. TUAVURINENEET
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HENEIDERIRT L ENKRDONS, ([HFEI HAOME. it S8)
o For such raw materials, it is required to select those evaluated as presenting a low prion risk, taking into
account the animal of origin, place of origin, manufacturing management status, and related factors. (Refer to
"Chapter 3: Properties and Characteristics of Cells.")

O BRIEIDRERREE"') R OHBRIIFEFEER VERENRRADEABIEEENELIZEL o TL
2 LETERTILENDHD,

o It is necessary to confirm that measures to eliminate or reduce the risk of known infectious diseases, and
measures to prevent contamination by species-specific pathogens, are appropriately implemented.

BERXELVRH SN DIRZHER
Information to Be Submitted by Businesses
ERAME—&
+ List of substances used
FRYEOZEMEICET 51EHR (BREEICHITAEHARKER., REBEE. XHlER. SHERSE)

+ Safety information on substances used (experience of use in food manufacturing, residual amounts, literature
references, toxicological information, etc.)

ERAMEOREERE (BEXICHTIFHRLET)

+ Quality management of substances used (including information on sterility)

HI54 v—ERICET HER

* Information on supplier management

S8 F2 A5 HBMETRLIZEEAED)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)
MEAl TS TRIERS I 174 —42—#fa1 TNy, MHOREBETERES LTHEAS
nr=msn (FHMHE) 1 [TDOWTEHT S,
To address: "General Principles," "Culture Medium Components," "Scaffold Components," "Feeder Cells," and
"Components (raw materials) used historically in the manufacturing process of the cell bank and materials."

(COBERTHRIBER - \T—F%H)
(Concerns and Hazards Addressed in This Section)
Q@ i - BIGDICDOLNT
@ Culture medium and scaffold components
BYMAERMRICHAT IR FEIEMICERA LGS, #iE - HEBARTICLIRRES~ADEE

Residual presence in the final product due to transfer into cells and tissues when substances equivalent to
veterinary drugs are used in the culture medium

QB BYHEHINSDTIFUEELHET IREARORERELK~DIEAT

@@ Transfer of prions and other pathogens from animal-derived components into the final product

(2) HitHRERFICANSYE

(2) Substances Used in the Preparation of Established Cell Lines

1) BXNGEZS
1) Basic Approach

O HLHREDERFKICAVSIYERL., ARARRUVERAZHICEL L, HBRUERES~AOREE
EANDEELZELEIEIETNDOHLIIDEFERALLGENI ENRDONS,

o With respect to substances used in the preparation of established cell lines, it is required that any substance
that, in light of its intended use and conditions of use, may pose a risk of adverse safety effects on the cells or the
final product not be used.

2) &R

2) Specific Provisions

@ HHMEOERICESEREMICLSHMBORFEEL (BEKRS Y FOEE®)
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@ Changes in Cell Characteristics Due to Culture Materials Used in the Preparation of Established Cell Lines
(Checkpoint Item (3))

O HiLMROERICAVSIYEIZDOVNTIEFY R MELzET, —BMARER, LMELES B,
HAICRIFIECRVUEREARICE TEIREEZTEAICRIBEBNIBEINDSG LN/ KRD NS,

o With respect to substances used in the preparation of established cell lines, it is required that they be listed and
that information concerning their general use, the purpose of using such substances, the changes they induce in
cells, and their antinutritional effects in the final product be organized.

O 74— 4—HlAZAVSEEICIE. BX, AEAEZRVEBRENMEBEINTLILENH D,
ME3 HHEMHLLLMAT - Il [CELLBAAICKYREUIERINTLILELH D, $FIC

ERHYHBRERRARICEIIBREIRIDOBRANL. REUETHRTHILAKRDLND,

o When feeder cells are used, their origin, preparation method, and management status must be ascertained.

Safety must be confirmed in accordance with the approach set forth in "Chapter 3, Section 1: Cells and Tissues

Used as Starting Materials." In particular, it is required that safety be ensured from the perspective of the risk of

infection by pathogens derived from xenogeneic animals.

O s, HitHRAOERICEWNT, BEGFHEBRARMZICAT 158, EGFHBABRADHIEICE
oK., REeUBENROON, T, ¥/ LRERMZLCHT 55681, A REGTFOFEZFICLVIE
GFEBZIBRICHE LGOI ODVWTHEBEFTICK RN ROONIRICBETITRETH D,

o It should be noted that when recombinant DNA technology is applied in the preparation of established cell
lines, a safety assessment based on the regulatory framework for genetically modified foods is required; and
when genome editing technology is applied, attention must be paid to the fact that confirmation by the
Consumer Affairs Agency (Y523 JT) is required as to whether the product qualifies as a genetically modified
food, depending on factors such as the presence or absence of foreign genes.

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

B OERBICAVNERME—%

+ List of substances used in the preparation of established cell lines

ERAMEOREEEICEYT HF®

* Information on quality management of substances used

(COBEETHRSIBER - \T—F%)
(Concerns and Hazards Addressed in This Section)

® HICHEOEREFIES EEEMICK SMBORFIEEIL

Changes in cell characteristics due to culture materials used in the preparation of established cell lines

(3) HATIIHE - B - BEMISOWT

(3) Instruments, Containers, and Materials Used

1) BXNGEZS
1) Basic Approach

O HRBEERMICLYRESNIBROHREICFERAINIFE., BRRUVEMT. Mz, BEER. &
RERFLEMIT LS EICKY., FREFICHRT LAHYE. E€RFOBFEZELT. HankeH
BRURBICEELZRIITAIGEENH D, TDH. ZAORRATHEHULGHRETHLIZ ENERSATL
PWENRHD, CNOLDEERBICHI-->TIK., TAETIOREZEDOHERAEHE CEE. pHE) NEE I,
BUGEETOATHERINSGIEMERINTVELIIENEETHD,

o Instruments, containers, and materials used in the manufacture of food manufactured using cell culture
technology may, through contact with cells, culture fluids, and the final product, affect the safety and quality of
the product via the elution of organic substances, heavy metals, and other agents derived from such instruments
and containers. Therefore, it is necessary to confirm that they conform to appropriate specifications at the time
of receipt. In managing these items, it is important that the conditions of use for each instrument and container
(temperature, pH, etc.) be organized, and that it be ensured that they are used only under appropriate conditions.

O Ff=. BEIRITEWLTIE, MEOEERVEERDEEREMH S TEFMEL. MAEWMBEREZTO
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T, BRMUXETNICEL-EENROONDS,
o Furthermore, given the nature of the culture process — which involves the proliferation of cells and
management of culture fluids — the process is particularly susceptible to microbial contamination; therefore,
aseptic management or management equivalent thereto is required.

O 4H. BRMILUBOIRBICERAINSIBEZICOVTIE, REREEETRORELZFH-TIOTH
FhIEE 5L,

o It should be noted that instruments and containers used in the steps following food processing must comply
with the provisions of the Standards and Criteria Notification.

2) &

2) Specific Provisions

@ ®’IE (K, Z5%) HroOHME - ERER. BREZFOF+HLRBAICLSFREDTFTR (FREKRA
v FDOEE®)

@ Bacterial and Fungal Contamination from the Environment (Water, Air, etc.) and Pathogen Contamination
Due to Inadequate Sterilization of Instruments (Checkpoint Item )

O I’E (K. ZR%) ICHETLHIREARBLEZHLET 510, BERBEOBRENEEINTLS
EPBETHD, HHET. EHNICEREE=2 U2 JIC&Y . MEMBEELAELC TR EHFER
SNTWBIENEETHD,

o To prevent pathogen contamination derived from the environment (water, air, etc.), it is necessary that the

cleanliness of the culture environment be managed. It is also important that the absence of microbial
contamination be confirmed through periodic environmental monitoring.

Q@ EBREMMEILDOFR (EERSA2 FOEE®)
@ Contamination from Food Contact Materials (Checkpoint Item )

O HEFORETRKICERT ARERERENLT 5=, FRTIRFRUVFEICDONTIE, EHY)
BMEEZEETSHELELBIC. BATERVBREEENBEYICERINATOSIRLENH D,

o To prevent pathogen contamination arising from inadequate sterilization of instruments and containers, it is
necessary that appropriate materials be selected for containers and instruments to be used, and that sanitation
management and sterilization management be appropriately implemented.

@ ELERFHE (ERBRSAY IOEEO)
@ Heavy Metal Contamination (Checkpoint Item )

O HilARUVEBMICHEMT 55RE - BHEZEL. AEEERETOMARICEELGYELZBHTLHLDEE
ALTIEEs4,

o Instruments, containers, and other items that come into contact with cells and food must not be ones from
which harmful heavy metals or other substances hazardous to human health are eluted.

BEXELYRHEINENEER
Information to Be Submitted by Businesses
FERAYME—E
* List of substances used
(MRS BN DHIIIEE NAAFVTOI—FLEETRE)
(From cell separation through cell culture: bioreactor and other production steps)
BH - BTHRTHBEA~NORETMECE T 515K
* Information on evaluation of elution and migration properties and effects on cells
- HE - BEAMRUOREFEHBLEICET AFEREST
* Including information on washing, sterilization, reusability, and cross-contamination prevention

(MfEENERERINTITE) HAEEESTADESHEICET S1FHK

(Post-cell harvest food processing steps) Information on conformity with the Standards and Criteria Notification
(COERTHRIBER - \T—F%H)
(Concerns and Hazards Addressed in This Section)

RIE (K. ZR%F) »oDHE - ERER. REFOF+HRREICK HREEDFR

Bacterial and fungal contamination from the environment (water, air, etc.) and pathogen contamination due
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to inadequate sterilization of instruments

BmiEMYEN L DHR

Contamination from food contact materials

Q EEREFE
Heavy metal contamination

(4) BEMIIRIZCAWNSYE

(4) Substances Used in the Food Processing Steps

1) BXNGEZS
1) Basic Approach

O Mz EREREFLINEZRICERE LTNMISNSBRISEESINSEMEESICOVTIE. B
FHEEICEEST PRGN XEEGAMYTERA SAGFNIELESEL,

o Non-cellular components mixed in when cells are processed as food after being harvested and inactivated must
be composed of food-grade components or food additives that comply with the Food Sanitation Act.

2) &R (ERBRAY FOEED®)
2) Specific Provisions (Checkpoint Item @)

O B&AMPIZDOWTIE, BIFERMY. EERMY. RATHIIE—EREVRNHLNOERIEER
OONGENIEICBESINEIRETHD,

o Attention must be paid to the fact that with respect to food additives, the use of any substance other than
existing additives, designated additives, natural flavors, or ordinary foods used as food additives is not permitted.

O ERLI-MlaZHET 5156, BRAMYE LTORKEZREZLEZRFEFREZFEHAT LS L. HMiaD
REMZHRET S L. REFHGEHERE TSI LICBESNDIRETHD,

o When harvested cells are to be shipped, attention must be paid to using a preservation solution that meets the
specifications for food additives, confirming the stability of the cells, and confirming storage conditions.

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

MIBIZERINSIYME) X+

+ List of substances used during processing

MIFGE - REFEFICEHT SR

* Information on processing methods, storage methods, etc.

(hEADMiRE LT 5158)

(When shipping cells as an intermediate)

HlRORERE. KEMX

+ Storage conditions and stability of the cells

RMB8E2 A5 AT RLI-EXAE)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)

THEMZEERT SIS (TH1T5 TREHRNY THRAER (FRAOHFOEZE) 1 1I2D20T
RHT S,
To address: "Food Additives" and "Cell Preservation Solution (in the case of shipment of intermediates)" under "Non-
Cellular Components Constituting the Shipped Product."
(COERTHRIBER - \T—F%H)
(Concerns and Hazards Addressed in This Section)
B FKEEODERZANMYPOZEREL~DEZBERVZOEE

@ Residual presence of undesignated food additives in the final product and their effects




Unofficially translated by the Japan Association for Cellular Agriculture (JACA). For official information, please visit the
Consumer Affairs Agency website.

5 HRICETIREEE

Chapter 5 Comprehensive Assessment of the Product

1 REHICETLIER (BERORS > FDIEEHOW)
1 Safety Assessment (Checkpoint Items 29@0)

O HEOHRET. MIEORTE - T - BE, BHEIRE. RRERELTOMIZEL TERERICHED
BRELTOREM., REREBZICOVT, HEMRRLICE DSV -BEEORBERDDILET D,
o The views of the business operator, based on scientific evidence, shall be sought regarding the safety of the
final product as a food and its nutritional status, encompassing the product design, cell selection, acquisition and
management, the culture process, and processing into the final product.

O EEGMHICEAL T, KRR ZHEMT SR, FFICBIEREN TTE L - OFFLHaIZ DT
F. ERFICEITH2EMEEABERCESREEO) R IBNBEINEETNLHLH, LHLLEGELAL, E
FEIXTERICERET SENZE T HAMENFE LE-EFFARRNICEEFT SR, FELCIE. EE
REFZAVGVHBEORE. BERINIAE, RUBBANTOHELEEIZEY, B<EESNLILDEE
Zbhd,

o Regarding tumor-forming potential, there may be concerns about the risk of ectopic tissue formation or tumor
formation upon ingestion for cells constituting the final product — particularly cells with enhanced proliferative
capacity or immortalized cells. However, the possibility that cells retaining the capacity to replicate for extended
periods or indefinitely could remain viable in the body is considered highly unlikely in light of the inactivation
step, storage of cells without cryoprotectants, food processing treatments, and gastrointestinal digestion.

O BERMICEAL T, BEIRXEIESMIIREZRSI LITLY., Eitpis. MEBERKHEDSE
DILEMENHBPICEFEXIEERINLAREENH L EICBET ILENH D,

o Regarding carcinogenic potential, it is necessary to bear in mind that chemical substances such as culture
medium components and cell-derived metabolic products may remain in or be generated within the product as a
result of the culture process or food processing steps.

O Ff-. BMMIXIIHBEIRICEVTIE, MBZOUNEBICLY TV VLT I FENERT HATREN
[CDOVWTELERTHIRLELNHD,

o Furthermore, in food processing or cooking steps, it is also necessary to consider the possibility that acrylamide
and similar compounds may be generated through heating and other treatments.

O REIZKHLT, RRERKZENT IMRNELET LE5E YA M HaA Y, IREFEOEETUEYE
DEEFTIELLICT. TAODPEICOVWTEMIVNEIC KB EOKREOAEESEICOVTEREST
STEMNEFELLY,

o Where necessary, it is desirable to perform quantification of various bioactive substances — such as cytokines
and growth factors — produced by the cells constituting the final product, and to consider the possibility of
changes to or inactivation of those substances as a result of processing treatments.

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

WEIZKHLT) BIRFOMOEREGE. ERERECET 51EHR
* (Where necessary) Information on the tumor-forming potential and carcinogenic potential of cells at the time
of harvest

RM8E2 A5 AT RLI-EXAE)
(Working Policy Presented at the February 5, 2026 Subcommittee Meeting)

MERRMICONT 12615 MERMEOEMFRHI ISOVWTEHT 5.

To address: "Biological Characteristics of Constituent Cells" under "Information to Be Provided."
(COERTHRIBER - \T—F%H)
(Concerns and Hazards Addressed in This Section)

O EEEE-ERRE

@9 Tumor-forming potential and carcinogenic potential

HEEEERRA ORI DYER - EFHEEL
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Physical and chemical changes in components specific to cell-cultured food products

2 BRREGOSHKRIZDOINT

2

Specifications of the Final Product

O RRESIE. KAAFSAVICHRET HSBEICMA T, AREEERZEILHET IEEERT~D
BAROLENEH, RETRICERT 2XEBYE. BRAFTEORIETCBO THEICEET H1F

$I§7b\ LbNdTENKRKOLND,

0 As the final product is required to comply with the Standards and Criteria Notification and other applicable laws

and regulations in addition to the matters prescribed in these guidelines, it is required that highly precise relevant

information be obtained, extending to the status of residual substances attributable to the manufacturing process

and pathogen contamination.

O HIZ. BE@AMPIZOVWTIEERERNY. EERNY. RAFHMELFE—REREYHMY LR
HonGEWl e, BIYPAERRITOVWTLHABREEETTEDONLIRBHBBEZHZ TORKEIFR
ONGEVWRIZBEEINEIREZTTHS,

o In particular, attention must be paid to the fact that with respect to food additives, only existing additives,
designated additives, natural flavors, and ordinary foods used as food additives are permitted; and that with
respect to veterinary drugs, residual presence in excess of the maximum residue limits prescribed in the
Standards and Criteria Notification is not permitted.

O ETHl—HMLTRMEEL., HRBEERNICIVEESNSIBRICOVTIE, H—HOERIZOL
TLRELGRERNZET S, FHICEBEX7—ILICIE LT, EREONTYIRRECLELIILELER
Sh, XRYUFOZEREICOVWTEEIZCED 1. th@nuhkobf%ﬁﬁﬁ%t—ﬁ?é_
EMRHENE, ([F4 REEE, [REEEICLDIVRVEEDAEEK] SHR)

o Furthermore, unlike conventional food products, food manufactured using cell culture technology requires
highly advanced manufacturing technology to ensure uniformity. In particular, there are concerns that variability
between products may increase with manufacturing scale; accordingly, it is required that the standard
specifications for the final product be strictly defined and that all lots conform to those standard specifications.
(Refer to "Chapter 4: Risk Avoidance Measures through Manufacturing Control and Quality Control.")

O Ftz. BEIELTHRICEENLGVWILEEZRTEOHDOT—4 . EHHEBRBEIOVLTLIRET S
CEBLEFELLY,

o Furthermore, where necessary, it is also desirable to collect data and toxicity test results demonstrating that the
product is free from toxicity.

EXERYRHShIREHER

Information to Be Submitted by Businesses

T
+ Product standard data
AR (REMHEKE)

+ Compositional profile (nutritional composition, etc.)

ERE. MEYFICEY S BHRSE

* In-house specifications for heavy metals, microorganisms, etc.

EETRICHET 2REYER (REHEKITHITIIEMES. BEESFICHRDIER
+ Information on residual substances attributable to the culture process (information on culture medium
components, scaffold components, etc. in the final product)

RREMIZEIT SRS DB, MRS DR

+ Composition of non-cellular components and proportion of cellular components in the final product

I - RESEBICERDSER

*+ Information on processing and storage conditions

FERLE-EMRANY—E

+ List of food additives used
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HEHBRAE

+ Toxicity test results

3 FLLX—, REICEHT 51ER

3

Information on Allergies and Nutrition

(1) ZULILX—IZ2LT (fEZEH)

(1) Allergies (Under Development)

1) BEXMEZS
1) Basic Approach

O HMEAELET HZMEDL, Bt - BRIFE LTHEASAIMEDT UL VENBESATEY . &
BERITEWT, BHMOT7 LT UDEML TOWEWI ENERINTVIRELNH D,

o It is necessary that the allergenic properties of substances produced by the cells and of substances used as
culture media or scaffold components be ascertained, and that it be confirmed that known allergens have not
increased in the final product.

2) &R

2) Specific Provisions

@ MHRNEETLIT7LULTUMME (BEKRS Y FOEE®R)
@ Allergenic Substances Produced by Cells (Checkpoint Item @)

O HMEOBEEEY. FEIMEELRFA. HIENELET LAREEDH LT LILT VEMENBESL
TWARLENH D,

o Taking into account the animal of origin of the cells and the anatomical site of collection, it is necessary that
allergenic substances potentially produced by the cells be organized and documented.

O ML ELETIMETT LILT VDN HOND LD HLHE. HEE~DEY LR TORRIRM
EREATILENHD, Fl-. HEShHIEMENEE S, HEEEZOEEICLY. TOEN, B
FORBRLLUBLTHEICEMLTWEWS LZHERETIVLELNH D,

o When any substance produced by the cells is known to have allergenic properties, it is necessary to consider
providing information to consumers in an appropriate format. It is also necessary to calculate the estimated
intake amount and to confirm that, as a result of the effects of cell culture and related processes, that amount has
not significantly increased compared to existing food products.

@ iEHh - BBE LTHASHAIMEO7 LIS U (BBRS Y FOEBED)
@ Allergenic Properties of Substances Used as Culture Media or Scaffold Components (Checkpoint Item @)

O S, BIEHD TOMOERAMEICOLNTIE., VR MESHEBRIPBEIATLWILELH Y
(F4E 2 HE-EETHERAINLIYWEORELMYE) . TOFT. BMEITETES7LILT VEIZD

WTHEEINTWELIRELH D,

O Culture medium components, scaffold components, and other substances used must be listed and documented

(Chapter 4, Section 2: Safety of Substances Used in Manufacturing and Culture), and within that documentation,

the allergenic properties of each substance must also be organized.

O ZULTUHAHMLENDIYMEIZDOVNTIE, BEICKHCEERBENERIN-LT, REEZ~AD
HBOAEEMY. RBTIGEEDHEEINIIENEENEHIN, TOZEIHERINTVILEND
%, Fl=. TNOZHFER, HEE~NEULGHE CORBIREEZREIFTTILENH D,

o For substances known to have allergenic properties, it is necessary that after reduction measures are
implemented as appropriate, the possibility of residual presence in the final product and the estimated intake
amount in the event of such residual presence be calculated and their effects confirmed. Based on these findings,
it is also necessary to consider providing information to consumers in an appropriate format.

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

UL VIZET 5BRE5MICET 2B
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+ Comprehensive assessment and consideration regarding allergens

(2) RERHSICET 5158

(2) Information on Nutritional Components

1) BERWERS
1) Basic Approach

O MEEERMICIYVEESNIBRADKREICRIBERI. AREMMNBEOREFICEVTERSE
NHEZELZANMRELT. XEFMNEALILDREMRUVEYIMZHRT I LZEMNELTERET S
NET B,

o The nutritional assessment of food manufactured using cell culture technology shall be conducted with the
premise that such food is consumed as part of a regular diet, with the objective of confirming safety and
appropriateness from a nutritional standpoint.

O ZEZBRICEFNIXREZROERFAERL, XEEAEVEOHFERUREDHEL - RIIZKIZTE
BIZOWWTH, REMNITEETSH3DET D,

o The bioavailability of nutrients contained in such food, the presence of antinutritional factors, and the effects
on the digestion and absorption of nutrients shall also be comprehensively assessed.

O #Ff=. AZRBREDERICEVTIE, HMADCHEXT 58Y. ANEFOREFEOMIER EXRERSMN
TEIC—HITEHZELICODVTHBELEVIODERFEEREDLRICOVTEEREINSZENEFL
W BH. RERDZHET HBEE. HERRSOFHM. HROEBEHFIZOVWTHMICHBASIATLS
DLENH D,

o Furthermore, in the assessment of such food, while it is difficult to anticipate that the nutritional composition
will exactly match that of existing processed food products derived from the animals or aquatic organisms of
origin, it is nonetheless desirable that a comparison with existing food products be included in the assessment. It
should be noted that when nutritional components are fortified, detailed explanation of the fortifying
components, the rationale for fortification, and related information must be provided.

O LRELUNDERLDBEREL TR, BZREROERICELY . BHERELOFYEXILBEFE -
E#EL&M E. BRMIIRRICERT SHBEEIICOVNVTELSGE. EDQKLSGEEBTES é#
PEIN., —FTHETHRINSIILPRERAZELOHEEEMOXERENEOFTERUVEENE
%éhfbégto(xﬁmiwglﬁ BEELGXRBHSZABIIIEESELH I LICLYEREMEZE
TEESLDE. AERRNIZHE T ERIVBER LHILEEZHEE T A LICKYREFRADEZETSE
230N EEND, )

o Additional points to note in the assessment include: that consumption of such food does not cause extreme
nutritional imbalance or excessive/insufficient intake; that where compositional changes attributable to food
processing steps occur, the reasons for such changes are understood and the changes are reproducible within a
defined range; and that the presence and effects of antinutritional factors in culture materials — including
scaffold components — are assessed. (Antinutritional factors include those that reduce nutritional value by
degrading or altering important nutrients, and those that reduce nutritional utilization efficiency by inhibiting
absorption processes or digestive function within the body.)

2) &R

2) Specific Provisions

@ REBHESOBFR. AR EDOLEBERUMBICK2FXBEEEVEOELIZONT (BRBRSA b+
DEEBB®)

@ Excess or Deficiency of Nutritional Components, Comparison with Conventional Composition, and
Production of Antinutritional Factors by Cells (Checkpoint Items @@ @)

O HMIEEERMICLYRHESNIBROXREFHNLETEMRVENEHEZERT 50, Bkt
HC. UTFICHIFAFREICOVTEEL, HEMHMRICEDEZERINL I ENKROLN D,

o In order to confirm the nutritional safety and appropriateness of food manufactured using cell culture
technology, it is required that the following matters be organized in accordance with the characteristics of the
product and assessed based on scientific knowledge.

=REM (HMOBMEREGPLPREDMAT FADREDLD) [CETFTIRERIAMEREL.
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EORMS GRER) COREBEMDEHLRITMIEIE. Bl AKXCE, BBE. SRI)L (8. &

fh, ELY) . EFSY (E2SUBHE) )

+ Conduct nutritional component analysis of the final product (at the stage prior to mixing with other food
ingredients or nutritional fortification) and perform a comparative evaluation of nutritional components against
conventional food products (before cooking). (Examples: protein, lipids, minerals (iron, zinc, selenium), vitamins

(B vitamins, etc.))

BEELYRHSIhIREHER

Information to Be Submitted by Businesses

=R EORERMAHERICET H1FH

* Information on the raw material composition of the final product

REEMODRERD TR 5 1FH

* Information on nutritional component analysis of the final product

REMSICEHT SHETMICET 2EE (REEEVEICE

ZEEED)

+ Comprehensive assessment and consideration regarding nutritional components (including the effects of

antinutritional factors)

(COBEETHRSIBER - \T—F%)
(Concerns and Hazards Addressed in This Section)

Q@ BEL-HBEZOLOOHFME - 7UILT U, HBENELET IEEEENES

@ Toxicity and allergenicity of the selected cells themselves, and bioactive substances produced by the cells

@ TULLTUHEORHRER~DKE

@ Residual presence of allergenic substances in the final product
@ FERTBTFRE

@) Excess or deficiency of nutritional components

@B HEEMBEDLEIZDNT

@) Comparison with conventional composition

® HMEICLZFEREYVWEDEEICDONT

@0 Production of antinutritional factors by cells

Q BRENIBOERYMEICSITHREBRZTEEICONT
@) Antinutritional activity of substances used during food processing
® FIEDOFE. MEMESE

Effects of changes and microbial contamination

G BEMIDOIRBIZHITEELIZDONT

@D Contamination during food processing steps

4
4

HEHICHEBRRHEISEE

Information to Be Provided to Consumers

(SEE7Y VI BFEZ-ETRHE, )

(To be documented following the hearing conducted on this occasion.)



