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Points to Consider When Procuring Human
(Allogeneic) Cellular Materials in Hospitals,
as Seen by the AMED—METI Project

Yoji Sato, Ph.D.
Division of Drugs,
National Institute of Health Sciences

For the past year (January—December), the speaker has no COI to
disclose for this presentation

The views and opinions expressed in this presentation are those of
the presenter and do not necessarily represent official policy or
position of the National Institute of Health Sciences, the Ministry
of Health, Labour & Welfare, or the Japanese Society for
Regenerative Medicine.




Project to accelerate the stable provision of stem cell materials
in regenerative therapy products (FY2021-2023) ¢
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Project Meeting
Information sharing, exchange of opinions, discussions, etc. were conducted for the purpose of cooperation and sharing of problems,

discussion of solutions, and network construction inside and outside the project.

1 WGI : Discussion on the preparation of the "Points to consider in I WGI : Discussion to establish a domestic stable supply system for
I Guidance on the Supply of Human (Allogeneic) Cell Materials” I human (Allogeneic) stem cell raw materials
Members :
®PSPO ; ® Observers ;
Tomohiro MORIO (the chair of Project Meeting) Forum for Innovative Regenerative Medicine (FIRM)
Yoji SATO (the chair of WGTI) The Japanese Society for Regenerative Medicine (JSRM)
Zenichi MOHRI (the chair of WGII) The Japan Society of Transfusion Medicine and Cell Therapy (JSTMCT)

Ministry of Health, Labour and Welfare (MHLW)
® Medical institutions,/Brokerage Agencies ;

Masaya NAKAMURA, Keio University ® Secretariats ;

Masukazu INOIE, Japan Tissue Engineering Co., Ltd. Ministry of Economy, Trade and Industry (METI)

Akihiro UMEZAWA, National Center for Child Health and Development Japan Agency for Medical Research and Development (AMED)
Tokiko NAGAMURA, The University of Tokyo Mitsubishi UFJ Research and Consulting Co., Ltd. (outsourcer)

Yusuke SHIMIZU, University of the Ryukyus

Program Supervisor (PS) :
Tomohiro MORIO, Tokyo Medical and Dental University (Institute of Science Tokyo)

Program Officer (PO) : n
Yoji SATO, National Institute of Health Sciences A9
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About the document q,’
red (BFE) MRERPFMEEQICEDITIIVAICHITREBRRINEICONT AMED

® Contribute to the aim of consistency and improvement of quality and procedures in
the domestic supply of human cell raw materials by sharing points of consider
among the five organizations in this AMED Project.

TEMBIBESEICSHEU TOESDDMRFHERD, IRGRICHVWTHEL GEXRBIREBRERF AR,
UmEKE U CEERZHET52ET. BNt MiRRIERIOMIE(CHED, mBYPFHiRs0—&
Aim Mem EzBiEI LTS5 IdL

m Also, this document has been disclosed assuming that companies and research
institutions considering receiving cell raw material supply and other supply
organizations will use it as a reference when necessary.

o, AXE (L MRRRERMEIEER(ID L ZIRET I EFE M HFTHBEL MR EHia e SRR
FetkEE LA O MR RRMEHEHERR CHEVTE, BE(TSUTEB LU TV EBBEV AR

B AMEDO[ ZEMBIBESE IICOEVWTSHI3EENSSEEDINMEEZNNI T, BEANNOBHEME, BRESERICEBETL.
e (EFE) fMRREMEEICEI AT VAICHITDEE S |EUTAR https: //www.amed.go.jp/program/list/13/01/008.html

m AXER, @EEgarto [Eb (BFE) MRERERMBERICEIHIIVA] (EB3LE) OMBER cutonmEor
H19 YA}, BEERESRSOEREUTHATELE MBEEROEROZENBRSHAEFIOEEEENELT, BNZLHSNEED
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Development of the document «’.

B The necessary items are discussed with reference to the composition of the Common
Fd& waviee standards for Cellular therapies, 3rd edition(In particular, Part C: Collection Criteria), which

is a guideline developed by FACT (Foundation for the Accreditation of Cellular Therapy) for
cell therapy.

/ésnns:::ﬁigf_:% BINORETHS. FACTHHlIIZEUAICBIL TGRELHEE THdCommon standards for Cellular
=~ therapies,3rd edition ($F(c, /\—PFC : IEEE%E) DIBNRESE LERIBR R

m The five organizations shared and discussed the points that they actually paid attention
to in promoting the project, and prepared a draft based on their actual situations.

EXSNNSHLRTH, BEHE (CHIHOTEBICBELUTVWIEEIOVT., A, EmziTuw., EhbEE O
IR R ZIEF A TREZIER

B The AABB Standards for Cellular Therapy Services, 11th edition, developed by the
AABB(Association for the Advancement of Blood & Biotherapies) for cell therapy, adds
an item that was omitted from the previous review.

AABBR. #IFZE&E(ICBAL TREL TLWBAABB Standards for Cellular Therapy Services,11th
editionh*s, TNETORI TIHRNTVWIEE ZIENN

t MERERIOEREROBRZRIEX. ERNISEIHOIRELOZED(OVTI12  HixItL TEESRIRERIE




FACT Common standards for cellular therapies,3rd edition Part C

FOUNDATION FoRTHE
ACCREDITATION or
CELLULAR THERAPY

m FACT (Foundation for the Accreditation of Cellular Therapy) h'#lilaEEE(CBU TREL ZIE#H DCommon standards for
Cellular Therapies,3rd edition (43(C. /{—PNC : IFEEHE) ZA—-A(CHR
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Quality levels to aim for global expansion
EREMZEEL . BigaINEmEBKE

® This document confirms the importance of quality control and shows the level of quality that should be targeted
for future global expansion, while considering the balance on the cost of the stable provision.

AXETE. mEEROEEMZHEL. £ MlRERBOMAKIA b RGHEADEEIAMDONSZ O AEHEN5,
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with international consensus
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such as FACT and AABB
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the cost of
the stable provision | |7 gradually upgrading |
This document
small business
Low venture, etc. confirm the importance

of quality control
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x considerations for global distribution of human allogeneic CTPs &40
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Development of the necessary organizational structure to establish a quality management system
(allocation of personnel, education, etc.)

BRI A MEAGIHBECHET . BERIBEAFIOER (ASoRBRUHES)

Preparation of a plan for quality management and documentation of the plan
mEEEDEHDETHEIDIFR. FTEOSEL

Inspection method and inspection system for infectious disease inspection

RAE IR B ORETSE. REAKE

Appropriate process management (Including equipment validation, staff training, etc.) and
implementation of reviews

BRI OCAEE (#BONJT—23>, Z99TIDR —Z2J%558) ELE1-0OFHE

Appropriate operation in each process and preparation and management of records

& TRICHIT3E VR ER KU G EDIERN - S

Establishment and operation of document management system NEEHE I AT LAOWEE - EH

Securing traceability, etc. So—HEUT1 ORER S
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Development of the necessary organizational structure to establish a quality management system

(allocation of personnel, education, etc.)

mE VARSI A MEFUBEECHG BERBEESIOER (\SoRERUVEES)
Preparation of a plan for quality management and documentation of the plan
mEBEEDODETEIDIERN. stEOXEL

Inspection method and inspection system for infectious disease inspection

IR EORE S L. RS

Appropriate process management (Including equipment validation, staff training, etc.) and

implementation of reviews

BRI OTAEE (#B0/N\UF-33>, 2Z99TOR —Z2FERED) ELE1- DM

Appropriate operation in each process and preparation and management of records

&L R(CH2E R ER RV ECEOIERK - EH

Establishment and operation of document management system NEEHE I AT LAOWEE - EH
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About the global levels

EFRKEE(CDUNT

B Given the rapid development of regenerative medicine, regulatory authorities are considering individual regulations. Therefore, it should be
understood that different countries and regions regulate human (allogeneic) raw materials for regenerative medicine products.

BAEECEIRRITO2EERZ . KEORSXLBTE. ERCEsERLTwazens, BEPRIigIC LD, BEEEZEGOERTHSEN
(EFE) MpRlCDE, ERHHF an T3 IBBIRETH

Donor screening
RF—=RIU-=>9

Donor testing
RF—imE

Adaptability of the cell
harvesting process
HIfRERERD DA DE W

(HFF)

® Requirements for screening A== DEDEH
o RF—OERIREE. FRIE. BiEIDERELIROLE1-F

B Testing of human cell materials from donors  FF—D5iEELEE MARFEEOEEICOWNWT

» Type of virus to test REIB3V1NADIEHE
- K BRI, CEFFA. HIV, #8858, DIXMAIIAIILA, CMV (B4 M XAOD4)LR) (21 CFR 1271)
- EU: EEICHIR. ABBFRDAILA EREFFRIAILA, JULRTIAILZABLY, hMYTSANIRRBREDEN

» Schedule of donor testing RF—1EREDOATS1-)
- K EKENET 7EBNSEREE 78, EU  SFEEEBER(EREE 7B, 5 IERIO30HMA

» Testing kit and lab requirements  +YFPSROZEH
- X : FDASRRIOCLIARED SBERZ TAREE
- EU : CEN—F>J&HSUREREFY b

B FDA recommends that companies implement standard procedures for the collection, storage, and
shipment of human cell materials, especially if collection occurs at multiple sites

FDAIZ. 15 (CHEEDAEEE TEREMTONSIES (. £FIE MRS OERER. RE. HECEREN R FIR
ZREIILZHR

® No conclusions have been reached on the timing of compliance with GMP standards in the EU

EUT (&, GMPEFEADZEMDEFRAICON T, FEsal&H TLRL
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https://bethematchbiotherapies.com/cell-lines-blog/international-regulations-for-allogeneic-cell-source-material/
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Japanese regulations
regarding the quality of
biological raw materials for
pharmaceuticals including
cell/gene therapy products

are very strict.

BRI, EFEmi®
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Japan Business Federation “Biotransformation (BX) Strategy” [excerpt, 14 Mar 2023] {’

AFREFREEESR [\ A A RS ORTA—A—S3> (BX) &l ume emseE3p148) hetairen
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T DEARDEBEREMNFERSEIDME _E(CDIEMND,

WESRLLEERNEINRERRN7 AT
DZENAIREETRD,

“In addition, the Japanese government is also
facing the risk of discrepancies in international
harmonization of the Standards for Biological Raw
Materials, such as the concept of traceability of
raw/ancillary materials. Promoting international
harmonization of these regulations will improve
Japan’s global competitiveness in the research and
development of biopharmaceuticals and
regenerative medical products, and will enable the
public to access innovative medicines as quickly as

possible.”




AMED Research Program
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for Regulatory Harmonization and Evaluation of Pharmaceuticals (FY2022-24) AMED
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Research for the updating of the Standards for
Biological Raw Materials for the development of
new modality pharmaceuticals
(Principal Investigator: Yoji Sato, Ph.D.)
[Objective]
1.To improve the environment for the development of new
pharmaceutical modalities that use biological raw materials
in manufacturing,
2.and to achieve rational regulations based on the latest
scientific findings, this research project investigates:

® issues related to the Standards for Biological Raw
Materials through literature, interviews, etc., on the
current status of regulations and their operation in Japan
and overseas, and on the recognition of issues by related
industry associations,

® trends in the development and use of virus safety
evaluation methods for biological raw materials,

® to build evidence that will contribute to the revision of the
Standards for Biological Raw Materials in Japan.

® Also, based on these investigations, the project will
compile them into a draft revision of the Standards for
Biological Raw Materials.
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Major issues of the Standards for Biological Raw Materials (SBRM) ‘ gx '
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. TSEURJ(CE DK & FRREROIRIAR ] EE EE#

1. Conformity of biological raw materials with experiences of use in
other countries to SBRM

- Can’t we use “a drug product approved for marketing in a country with a review
system equivalent to that of Japan” as a “raw materials that conform to the
standard”?

2. Conformity of old master cell banks to SBRM

- Can’t we use “cell banks that are old and have no detailed information but have
experience of use” as “raw materials that conform to the standard”?

3. Testing or control taking into account the window period of
human-derived raw materials

-> Can the number of donor screenings for the viral safety be reduced from the
current two to one as in the U.S. and Europe?

4. Testing of raw materials of neonatal origin

- Can the testing of raw materials of neonatal origin be substituted by testing of
the biological mother?

5. Update of Attachment 2 of the Operational Notice ("harshly
refined items" = items not subject to the Standards)

6. Update of “Standards for Ruminant-origin Raw Materials" based
on WOAH/OIE’s country-specific risk designations.

7. Update of the designation of countries from which raw materials
of human origin cannot be extracted based on TSE risk status
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1. Conformity of biological raw materials with experiences of use in
other countries to SBRM

- Can’t we use “a drug product approved for marketing in a country with a review
system equivalent to that of Japan” as a “raw materials that conform to the
standard”?

2. Conformity of old master cell banks to SBRM

- Can’t we use “cell banks that are old and have no detailed information but have
experience of use” as “raw materials that conform to the standard”?

3. Testing or control taking into account the window period of
human-derived raw materials

-> Can the number of donor screenings for the viral safety be reduced from the
current two to one as in the U.S. and Europe?

4. Testing of raw materials of neonatal origin

- Can the testing of raw materials of neonatal origin be substituted by testing of
the biological mother?

5. Update of Attachment 2 of the Operational Notice ("harshly
refined items" = items not subject to the Standards)

6. Update of “Standards for Ruminant-origin Raw Materials" based
on WOAH/OIE’s country-specific risk designations.

7. Update of the designation of countries from which raw materials
of human origin cannot be extracted based on TSE risk status




Standards for Human Cell/Tissue-based Raw Materials (Section III-1 of SBRM)| @
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(3) The donor must meet all of the following criteria and be sufficiently
qualified to provide the human cellular and tissue materials. However,
donor screening is not necessarily required when the donor is the

same person as the subject of the use of the drug product.

(a) In collecting human cellular and tissue materials, infection with
bacteria, fungi, viruses, etc. must be denied by means of medical
interview, medical examination, tests, etc., in accordance with the

purpose of their use.

(b) The test items and methods in (a) are appropriate in light of the latest

knowledge on infectious diseases, etc.

(c) Testing or control m n king in nsi ion of th
window peri ch as re-testing conduct tan ropriate tim

according to the test items, test methods, etc. described in (a).

(d) In addition to the items (a) through (c), the donor must be determined
to be eligible as a donor by conducting interviews, medical
examinations, and tests for necessary diseases, etc., and by taking into
account whether or not the donor has received blood transfusion or

transplant medical treatment.
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among Tissue Donors in the Unlted States
Zou S, et al., NEJM. 2004;351:751-759

Table 4. Estimated Probability of Viremia Undetected by Testing Methods at the Time of Tissue Donation, According to
the Blood-Donor Approach and the General-Population Approach.*

Window

Agent Period Estimated Incidence

Blood- General-

Donor Population

Approach  Approach
no./100,000
days person-yr

HIV antibody 22 30.118 7.099
HBsAg 59 18.325 15.100
HCV antibody 70 12.380 4910
HTLV antibody 51 5.586 —

Estimated Probability

General-
Blood-Donor Population
Approach Approach
no./100,000 tissue

donors (95% Cl)
1.815 (0.577-4.451)  0.428

(
2.962 (1.466-5.254) 2.441
2.374 (1.367-6.002) 0.942
0.780 (0.344-2.432) —

Nucleic Acid-
Amplification Testing

Window
Periodz:

days
7
20
7

Projected
Probability(

no./100,000
tissue donors

0.578
1.004
0.237

26




among Tissue Donors in the Unlted States
Zou S, et al., NEJM. 2004;351:751-759

Table 4. Estimated Probability of Viremia Undetected by Testing Methods at the Time of Tissue Donation, According to
the Blood-Donor Approach and the General-Population Approach.*

Window Nucleic Acid-
Agent Period Estimated Incidence Estimated Probability Amplification Testing
Blood- General- General- 1/102’000
2.962/100,000 Donor Population Blood-Donor Population Window Projected
=1/34,000 Approach  Approach Approach Approach Periodi: | Probabilityf

no./100,000 no./100,000 tissue no./100,000
person-yr donors (95% Cl) days tissue donors

HIV antibody 22 1.815 (0.577-4.451) 0.428 / 0.578
HBsAg 59 2.962 (1.466-5.254) 2.441 20 1.004

HCV antibody 70 12.380 4910 2.374 (1.367-6.002) 0.942 / 0.237
)

HTLV antibody 51 5.586 — 0.780 (0.344-2.432

days

2/
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US : Day -7 to Day +7
21 CFR Donor retesting: not necessary
1271.80

EU : Day 0 to Day +7
Directive Donor retesting: Sampling and serology testing after 180 days

2006/17/EC However, if the living donor has undergone serology and molecular testing (NAT for
HIV, HBV, HCV), retesting is not required
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There is a risk that products developed in Europe or
However, it does NOT mean that one donor test is sufficient
if NAT is conducted simply by imitating the U.S. and Europe.

the U.S. cannot be introduced in Japan (or products
developed in Japan cannot be out-licensed overseas).
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1. Conformity of biological raw materials with experiences of use in
other countries to SBRM

- Can’t we use “a drug product approved for marketing in a country with a review
system equivalent to that of Japan” as a “raw materials that conform to the
standard”?

2. Conformity of old master cell banks to SBRM

- Can’t we use “cell banks that are old and have no detailed information but have
experience of use” as “raw materials that conform to the standard”?

3. Testing or control taking into account the window period of
human-derived raw materials

-> Can the number of donor screenings for the viral safety be reduced from the
current two to one as in the U.S. and Europe?

4. Testing of raw materials of neonatal origin

- Can the testing of raw materials of neonatal origin be substituted by testing of
the biological mother?

5. Update of Attachment 2 of the Operational Notice ("harshly
refined items" = items not subject to the Standards)

6. Update of “Standards for Ruminant-origin Raw Materials" based
on WOAH/OIE’s country-specific risk designations.

7. Update of the designation of countries from which raw materials
of human origin cannot be extracted based on TSE risk status
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research group (PI: Yoji Sato, Ph.D.), and will be reported
to the MHLW this spring.
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Thank you for your attention
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