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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.




NRMD and REAP &

Regenerative Medicine Patient Data Registration Systems Established and Operated by
the Japanese Society for Regenerative Medicine

/e, N R M D (National Regenerative Medicine Database)

&) NRMD/CR Platform for registering
non-commercial clinical research on specified processed cells,

certified advanced medical care using specified processed cells, and
commercial clinical trials of regenerative medical products

&) NRMD/PMS Platform for registering
post-marketing surveillance of regenerative medical products Y

\

Platform for registering
therapies based on physician’s discretion using specified processed cells Y

N

/ R
R E A P (Regenerative Medicine Evidence Accumulation Platform)

N

[ There is no particular difference in the electronic data capture (EDC) system used. ] 3
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Patient Data Registration Systems for Regenerative Medicine

=, p
REAFP

(RM Evidence Accumulation

Platform)

egenerative

Vledicine Database)

Explorative Study of RM

Development &
Evaluation of RM

Commercial Development of
Regenerative Medical Products

Act on the Safety of RM

Pharmaceuticals & Medical Devices Act

(RM Safety Act) (PMD Act)
REAP ENRMD/CR #ENRMD/PMS
[RM Safety Act] [RM Safety Act] [PMD Act] [PMD Act]
Therapies based on physician’s Non-commercial Commercial Post-marketing surveillance (PMS)

discretion using
specified processed cells

(= cell processed products not yet
approved by the MHLW)

clinical research
on specified
processed cells or
certified advanced
medical care using
them

clinical trials for
regenerative
medical products

for regenerative medical products

(= cell processed products
or gene therapeutics)

Joint WG of Regenerative

Medicine-Related Societies

WG of the Registry Committee of
the Japanese Association of Medical Sciences
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Explorative Study of RM

Development &
Evaluation of RM

Commercial Development of
Regenerative Medical Products

Act on the Safety of
(RM Safety Act)

M Pharmaceuticals & Medical Devices Act

(PMD Act)

REAP
[RM Safety Act]

Therapies based on physician’s
discretion using
specified processed cells

(= cell processed products not yet
approved by the MHLW)

ENRMD/CR

[RM Safety Act] [PMD Act]

Non-commercial Commercial
clinical research clinical trials for
on specified regenerative
processed cells or medical products
certified advanced
medical care using
them

&) NRMD/PMS

[PMD Act]

Post-marketing surveillance (PMS)
for regenerative medical products

(= cell processed products
or gene therapeutics)

Joint WG of Regenerative

Medicine-Related Societies

WG of the Registry Committee of
the Japanese Association of Medical Sciences




Two Major Regulatory Challenges for the Development of @
Regenerative Medical Products SRV
) NRMD/PMS

Real world data are quite important!

[ Conventional approval process

: commercial *. Clinical Trial

: Approval W ET )
Clinical .~ (confirmation of efficacy and safety) PP &

Non- o : Conditional/ :
commercial : CI|n|caI.Tr|aI- o8 MarkeFmg . Approval Marketing
Clinical (likely to predict efficacy, Term-limited Further confirmation

and confirming safety) Approval of efficacy and safety / (or Revocation) Continues
Research

RM Safety PMD
L Act J 1 Act J

\ Challenge ’ » |f data from the clinical trial are likely predict efficacy and confirming safety, conditional/term-limited

marketing authorization for RM products might be granted to timely provide the products to patients.

@ NRM D/CR e The PMD Act requires further confirmation of safety and efficacy during the post-marketing phase.
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Background of NRMD Construction @ ';--”'é’
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Report of the Study Group on the Ideal Patient
Registration System for Regenerative Medical
Products and the Study Group on the Ideal Patient
Registration System z for In-Vitro Implantable
Medical Devices (MHLW, July 4, 2014)

“Considering that a wide variety of products
are expected for regenerative medical
products and implantable medical devices
and that the number of patients using each
product is not necessarily large, it is efficient
for medical institutions, academic societies,
manufacturing/marketing authorization
holders, and the government to cooperate to
establish and utilize a cross-sectional patient
registration system, rather than for
manufacturing/marketing authorization
holders to establish a patient registration
system for each product.”



History of NRMD

PMDA AMED
Outsourced the development
Constructed a post- of RMed-Japan (mainly for
marketing surveillance non-commercial clinical
EDC (with the reliability research) to JSRM as a
assured by CSV) contract R&D project

The RM National Consortium

JSRM

Integrated PMDA-built
EDC and RMeD-Japan
services, adopted Viedoc
as platform, and
renamed NRMD.

&

JSRM

EN

~M

D

NRMD operation started
by JSRM

2017



EDC employed for NRMD/CR and NRMD/PMS

Clinic/PMS Reports
Study Registration and Reference Diverse reporting
services

Compliant with MHLW'’s GPSP Ordinance

Me TMF
ePRO/eCOA Document management of
Services related documents
Connect Logistics
Video Calling Common Management System
Service = for Regenerative Medicine
Product

In addition to Viedoc EDC, there are several other services available.



Outline of NRMD

WGs of Registry Cour.lcil for Regenerative I\_/Iedicin.e

*To be discussed
in the future

S

Manufacturing

JSRM

The Japanese Association of Medical Sciences

ENRMD/CR

@ NRMD/PMS

Determination of input items

Management . . . -
Sygtem Items specific to each clinical study Items specific to each product
‘U p—
Quality/Mfg | 8
Data = PRP PRP Cornea Heart PRP Heart Caomneay | Cornea
S Product Product
= 2F Study #1 Study #2 Study Study Product Product #1 49
SIE
Application Common Common Common Common Common items for
Programming Common items for PRP ophthalmo- items for items for items for ophthalmology/corneal
Interface (API) '°§{ée°g;2§a' cardiology PRP cardiology diseases
+ Common basic items (established by PMDA)
[___eee] 1F e.g., basic patient information, consent information, adverse events, clinical conditions, study discontinuation,
B — study termination, etc.
B
Mfg/Res Support Product Development
Systems

Reverse Translational Research (Review/Improvement of Specifications/QAs/PPs)

CSV (Computerized System Validation) is applied to the clinical research database to ensure the data
quality and to realize seamless utilization of real-world data for product development and reverse
translational research. (CR has been operational since October 2017, and PMS since March 2018)

(@)




Outline of NRMD

*To be discussed
in the future

S

Manufacturing
Management
System

Quality/Mfg
Data

S

Application
Programming
Interface (API)

T Clinical Data

v

@

Mfg/Res Support
Systems

WGs of Registry Cour.lcil for Regenerative I\iedicin.e

The Japanese Association of Medical Sciences

&) NRMD/CR & NRMD/PMS
Items specific to each clinical study Items specific to each product
Cornea Cornea
PRP PRP (o Heart PRP Heart
2F Study #1 Study #2 SotLr:i?/a St?ﬁiy Product Pr::uct PridlL'Ct Pr(:#dzuct

Common
items for
ophthalmo-
logy/corneal
diseases

Common basic items (established by PMDA)
e.g., basic patient information, consent information, adverse events, clinical conditions, study discontinuation,

Common items for
ophthalmology/corneal
diseases

Common
items for
cardiology

Common
items for
PRP

Common
items for
cardiology

Common items for PRP

— study termination, etc.
Product Development

Reverse Translational Research (Review/Improvement of Specifications/QAs/PPs)

Determination of input items

CSV (Computerized System Validation) is applied to the clinical research database to ensure the data
quality and to realize seamless utilization of real-world data for product development and reverse
translational research. (CR has been operational since October 2017, and PMS since March 2018)




1F: Common basic items (general items determined in consultation with PMDA) @

JSRM

Category ltems

consent, date of consent, post-marketing survey flag, date of birth, and gender,

General Information date of use or start of use, time of use or start of use, height, weight,

primary disease, disease history, complications, allergies, specific allergies
Periodic Survey survey conducted or not, date of observation

whether or not an adverse event occurred, type of the adverse event, date of onset, severity,
Adverse Events treatment or other measures for the adverse event, specific details, date of outcome,
/Defects Information outcome, detailed status, causal evaluation, opinion on the adverse event, whether or not a

defect occurred, type of the defect, date of occurrence

Survey Completion Date of survey completion, reason for survey completion, detailed status

https://www.pmda.go.jp/safety/surveillance-analysis/0036.html
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Outline of NRMD @

*To be discussed

. WGs of Registry Council for Regenerative Medicine

The Japanese Association of Medical Sciences

@ ENRMD/CR @ NRMD/PMS

Manufacturing

Determination of input items

Management . . . .
g Items specific to each clinical study Items specific to each product
System o
Quality/Mfg | 8
Data 5 PRP PRP Cornea Heart PRP Heat | Somea
= Study #1 Study #2 Study Study Product Product #1
@ o <
Application (€= S Common Common | Common Common items for

Programming Common items for PRP ophthalmo- items for items for items for ophthalmology/corneal
Interface (API) '°§}'§e f;g:a' cardiology PRP cardiology diseases

+ Common basic items (established by PMDA)

[___eee] 1F e.g., basic patient information, consent information, adverse events, clinical conditions, study discontinuation,

&EB_, — study termination, etc.
Mfg/Res Support Product Development
Systems

Reverse Translational Research (Review/Improvement of Specifications/QAs/PPs)

CSV (Computerized System Validation) is applied to the clinical research database to ensure the data
quality and to realize seamless utilization of real-world data for product development and reverse
translational research. (CR has been operational since October 2017, and PMS since March 2018) 3




2F: Hierarchy of product/disease-specific items (examples)

JSRM

s - WGs of Registry Councﬂ for Regenerative Medicine
. The Japanese Association of Medical Sciences

2F

Registra- Registra- Registra-

tion items || tion items tion items

specific specific specific eroedcl#i:::- Ps';o‘;dc‘;ﬁi'

to _k_nee to _k_nee to h'p oo registra- registra- | o o o
joint Joint Joint tion items tion items

therapy therapy therapy #A1 #B1

product product product
#1 #2 #1

1F

Common items for
knee joint therapy

Common items for
treatment of e
disease B

Common items for
treatment of
disease A

Common items for
hip joint therapy

Common ltems for Orthopedic Therapies

{helapanese OrthopsediclAssoeiation) Common items for specific medical field X

Common basic items (established by PMDA)
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Determination of input items



Three Types of Patient Registration Systems for
Regenerative Medical Products (CTPs/GTPs)

RM Product Patient Registration Systems

Case A
The MAH’ s own DB

NS
|

Data Submission

elta

Medical Institutions

Case B
DB of an organization
other than JSRM

=

1

Data Submission

elia

Medical Institutions

Example: FormsNet3™

Pinda &0

Case C
NRMD (established by
PMDA & JSRM)

NS

I Data Submission !

Medical Institutions

ENRMD

~—= The Japanese

Association of
Medical Sciences

Regenerative Medicine
Registry Council

Review of input items and
confirmation of operation

( \ https://www.pmda.go.jp/safety/surveillance-analysis/0036.html

The Japanese regulatory authorities (MHLW/PMDA) recommend the use of NRMD/PMS for MAHs of
CTPs/GTPs, but it is not mandatory. In contrast, the Japanese funding agency (AMED) requires the use of
NRMD/CR for non—commercial clinical research using specified processed cells.



https://www.pmda.go.jp/safety/surveillance-analysis/0036.html

Integrated use of NRMD/CR, and NRMD/PMS O

= @ NRMD/PMS

? Data from Utilized as Historical Control Data
Clinical for New Product Development,

— @ NRMD/CR

Research/Trial Indication Expansion, and (Re)Review

NOI’]- Commercial (Conditional &
SoMmmMENG/el Clinical Trial T,Afrm_“mltedf
Clinical Re pprova

RM
Safety PMD Act

Act

System Construction & Maintenance

®JSRM @ Regulaty Consultation

Determination of Imput Items




Challenges in Achieving the Orlgmal Objectives of the NRMD @,

® LXFMYAraYIFO—NLELTOFETEEY
INFEFTICEBINT-T — X (3. SHIEBRT A X353
Sho/itd, YEIFE=ZFEEHBETEAWL, EXAMU A
Jarvra—iLr—2¢ L THAEBBOEIFETZS LS
A5 £ T, ¥R DD S
> EXbYALAYIFA—LELTAETEST—%%
A IS ZHERRY - KEICNET SH?

® UPNLT—ILFT—RZIETVRETEBHER
> UPNVT =N ERET—2 (&% - BIRAARER) 2E&D
EIICUEL, EDLSICHAVWVNIEEDEEDEME
MDA TEADD. WO AERICET AV Y
ADNE,

& (& - — EXDRRE

> NRMD/PMSZHAT % HhEHIEEFED IR RE

> JSRMIZIEEFIREL DT, BASEFE - -EEES
FroR—vit Bl :BHALT XAy MEE
%) KT, BFEHNAVY FETE—ILTELL,

> KDL I BEERICLDZEMLIZTTEARL,

> JSRMIZDM - REHEIF Y —ERZRHEL TULREL,
E> 7T, CROFIZRIEERET 2FELADIN D

" 4 Availability as historical control
The data accumulated so far cannot be shared with third
parties for the time being because the evaluation period or
the paper is still being written. It will take some time before
the data can be used as historical control data by outsiders.
» How to collect data efficiently and in large quantities
that can be used as historical control data?

€ Methodology to use real-world data as evidence
» Consensus is needed on the methodology of how to
collect real-world data (after the conditional & term-
limited approval) and how to analyze them to show the
product effectiveness.

@ Pricing and service issues

» The decision to use NRMD/PMS is up to the companies
and not obligatory.

» Since JSRM is a non-profit organization, it cannot
conduct customer acquisition campaigns using loans (e.g.,
trial discount pricing) to promote economical benefits.

» Donations by philanthropists, as in the West, cannot be
expected.

> JSRM does not provide DM/statistical analysis services,
which requires the extra effort of outsourcing separately
to a CRO, etc.



NRMD and REAP

ration system rtor _F“&}é&' cidlive fff:i CIilc
(RM Evidence Accumulation (National Regenerative Medicine Database
PJEthUfffl) \NA LIOTdl Regerneratve wiediCine vdldbdse
. : Development & Commercial Development of
Main Purpose Explorative Study of RM Evaluation of RM Regenerative Medical Products
Act on the Safety of RM Pharmaceuticals & Medical Devices Act
Relevant Law (RM Safety Act (PMD Act)
REAP #NRMD/CR EPNRMD/PMS
[RM Safety Act] [RM Safety Act] [PMD Act] [PMD Act]
Therapies based on physician’s Non-commercial Commercial Post-marketing surveillance (PMS)
discretion using clinical research  clinical trials for | fOF regenerative medical products
specified processed cells on specified regenerative _ cell
processed cells or medical products (= cell processed products
(= cell processed products not yet §| certified advanced or gene therapeutics)
approved by the MHLW) medical care using
them
Determination Joint WG of Regenerative WG of the Registry Committee of
RGO N Medicine-Related Societies the Japanese Association of Medical Sciences




The Establishment of REAP (2023) &

JSRM

Background

e From the viewpoints of public health and new product development, a registry
should be established for therapies using unapproved cell processed products,
which is legal in Japan as medical practices at the discretion of physicians, and
information on their safety and validity (efficacy) should be
accumulated.

e REAP (Regenerative medicine Evidence Accumulation Platform) was
established in 2023 as a registry service for such treatments, independent of NRMD.



Outlines of NRMD & REAP &*

n n
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in the future = . 7 Regenerative Medicine, The Japanese =
= Academic Societies Association of Medical Sciences 3
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S s REAP | @NRMD/CR & PMS s
Manufacturing - -
Management . . . . re
g 2 Items specific to each clinical study Items specific to each study/product 2
System T =
Quality/Mfg g = [ Heart Cornea Cornea h =
| H - . drew TP, M SW S| C
Sl = 2F ment #1 ment #2 reat- Product Product rocuc roguc -
S| A ment ! 2
— () = ()
Appllcathn | .tgﬂg“f‘i,? Common Common Common Common items for
Programming Common items for PRP ophthalmo- items for items for items for ophthalmology/corneal
Interface (API) logy/comeal 1 cardiology PRP cardiology diseases
v Common basic items (established by PMDA)
oo 1F e.g., basic patient information, consent information, adverse events, clinical conditions, study discontinuation,
%_, — study termination, etc.
&
Mfg/Res Support Product Development
Systems
Reverse Translational Research (Review/Improvement of Specifications/QAs/PPs)




EDC employed for NRMD/CR and NRMD/PMS and REAP &

Clinic/PMS Reports
Study Registration and Reference ‘E Diverse reporting
—E—l services

Compliant with MHLW'’s GPSP Ordinance

Me TMF
ePRO/eCOA Document management of
Services related documents
Connect Logistics
Video Calling Common Management System
Service = for Regenerative Medicine
Product

21

In addition to Viedoc EDC, there are several other services available.



Integrated use of REAP, NRMD/CR, and NRMD/PMS O

= @ NRMD/PMS

Data from Out-of- - Data from Utilized as Historical Control Data
Clinical for New Product Development,

— @ NRMD/CR

Pocket T
OCKEE Treatment Research/Trial Indication Expansion, and (Re)Review

Non- : it
~ Treatment at the commercial COMMMGIEIE] Tominted
Discretion of Physicians Clinical Re Clinical Trial Approval

RM Safety Act PMD Act

System Construction & Maintenance

QJSRM @ Regulatory Consultation
Fnda




Challenges in the Operation of REAP REAP

EXMUARLOYFA—NE L TOFHARTENE " 4 Availability as historical control

> EXMYALAYFA—LELTRETERZF—4% > How to collect data efficiently and in large quantities that can
AR - ABICINET 2 H 2 be used as historical control data?

€@ Methodology to use real-world data as evidence

DPZIV)— IR TF—R%FITETVRETBHER > Consensus is needed on the methodology of how to collect

> YUTPIT—ILFTF—& (5 - HiR(TERE) 2 ED real-world data (after the conditional & term-limited approval)
EHICINEL., EDESICAVNIFEDIEEDE M and how to analyze them to show the product effectiveness.
ML TZEADA. WO AEmICEAT AV Y @ Pricing and service issues
ADNE, » The cost of maintaining and managing REAP that implements

GPSP-compliant CSV tends to be high. So, compared to
ffitg - ¥ — EXDERRE companies with regulatory-approved products or non-
> GPSPEMMDCSV%AERET Z2REAPOHER: - SIEER commercial clinical research institutions with public research

funds, the cost of funds and input labor at data registration is
a bigger challenge for medical institutions providing
explorative regenerative medicine therapy.

IEEEBYPT L BREAREMmZFOEEPRR
MREZF TV DERRPTREBEE & 3~ HREEE

DEBEZRERET DERERBICL > TR T - ER » Some argue that the current NRMD/REAP system is too
FOEEH - FHANAR FH &K Y KELFRE, heavily equipped, because regenerative medicine

> WRIFBIEZE L [ CIREINABAEEESHRMIZ. T technologies provided as explorative therapies do not
L b ESEAGECPHUEPEANDOEMNBE A EZEERET D necessarily aim directly for regulatory approval or technology
DTl D T, HITONRMD/REAPD Y R F Al transfer to pharmaceutical companies.
F=—NRN—ARyJEDBERLH 5, - The construction of a low-cost edition of REAP and its
= REAP®DEE(MER D FTHENE & ZF DIEEMRIEL R reliability assurance level are under discussion within

DY) 7 I3ISRMA TRERETH, JSRM. 23



The ISSCR Encourages Japanese Policymakers to Increase Oversight of T EANATIONAL
Regenerative Medicine Interventions (Feb 22, 2025) [Excerpt] ,03): SOCIETY FOR
ISSCR. BABICHEERFICHT SERMIEERE (202552A22H) R (S e

SZHEEINTWS Address the high volume of Class 1| RM
B_EHEEEZFANDM

[ ZHEEDHEAAITIRIE, BEINLEZESICL Y BEHSFEHIE
AR INMNE, EXLBRAABRLUNTCOE _EREEES
DIREAEZFOTWET, LHAL. ZOEEAILE. [T
EERRISAD =60 ISSCRHA KT 4 > ] Z#&0 EERAY A RE
CWHERDZEDTT, RIEINTULWLAVWVBEERSE%Z, 5ICH
ROBLUANATHILL RIFTR I EDAETH B EICOWLWTIE, £
EZ2EOEEMH L BHENHBEIBRSIND EIATYT,

014F |ICBEREELZEMHHERENEITINTLLR, E2EH
£ EEFEORMEFTEDL0004FULFAEE N, £ DR, BF]
AANUEDEEINEBELZZITTWET, INEITEHEHEASZ WL E
WHZ &ld, VRZEBENRRZ7 4y O+ EFFHEL L S
NEVWE FEDINI R EIFHEI L ZTERLTULET,
F7-. MFESRES SN 7=l REEREMED R IRAE A (IS
BENENEEAE LI-EROENEEH, BEERLILH
SNTWET, FFROBEESZERIZIAARD AL H T HREHATRE
SINTHY, FASINTOWRBEENERL YRV ZHT-0T 2
EaRLTWET, Ah7=bli. BEEFHBHENE _BREERES
AT R A IEE T A2HEELXITF AW EEZEBE L TWETH,
INODFTEDARHNEE ICITHhN., ERICERIMI =R
B - RIEBEMEEICL Y AWETIThNE L 5. BEEFBEICE
FELWE L FIF7-<ELCET, |

approvals

The ASRM framework currently permits the administration of
Class Il RM interventions outside of formal clinical trials,
provided the provision plans are reviewed and approved by a
certified committee. However, this structure differs from
international best Eractices, inciuding the ISSCR Guidelines for
Stem Cell Research and Clinical Translation. The widespread
availability of unproven RM interventions, particularly outside
the scope of research settings, raises concerns about patient
safety and scientific rigor.

Since the ASRM’s implementation in 2014, more than a
thousand Class Il RM provision plans have been approved,
resulting in over ten thousand patients receiving interventions
each year. This volume suggests that some plans may be
approved without adeqluate assessment of risks and potential
benefits. There have also been documented adverse events,
including a case in Tokyo reported last year where patients
experienced vision impairment following an intravenous
infusion of adipose-derived mesenchymal stem cells. Similar
instances of adverse events have been reported in Japan and
worldwide, demonstrating that unproven RM interventions
pose a significant risk. While we understand that the Ministry
does not have discretionary authority to deny Class I RM
provision plans, we encourage the Ministry to explore ways to
ensure that approvals for these plans are granted cautiously and
align more closely with internationally recognized scientific and
ethical standards.

24



YOKOHAMA Declaration 2025 (Mar 19, 2025) [Excerpt]
YOKOHAMA 2025 (2025%

F3H198)  [#R¥]

[~ 12, EEREEKRSE LT (B¥E) TOEERR%
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JSRM'’s Strategic Vision for the Future

In alignment with its commitment to scientific rigor and patient-
centric innovation, JSRM will intensify its efforts to support regulatory
advancements and fortify interdisciplinary collaborations across
research, development, and policy domains. These initiatives will
ensure that clinical trials and therapeutic applications uphold the
highest standards of credibility and efficacy under the framework of
the Act on the Safety of Regenerative Medicine (ASRM).

Key actions:
Public Engagement and Education:

JSRM actively engages in ongoing dialogue with patients and the
public as well as society at large, and facilitates exchange of views
with clinically engaged members, aiming to foster an accurate
understanding of medical treatments under the Pharmaceuticals
and Medical Devices Act (PMD Act), as well as two categories of
medical treatments under ASRM: “Explorative Therapies” which
involve “Explorative Studies,”* and “Uninvestigated Therapies,”
which do not involve Explorative Studies. = <Omission>

&

JSRM

HRIEAEEE | EEARPIHFESATULEWHENTIY
itﬁﬁ&%%mutﬁiﬁﬁ%w;%waB Z
DERT—2HAE—FENL R PVICERE Q. A
BOEMBLUVERICZSELEMNEICOVLTRE
HRRIEDPEREINDZHD

* Explorative Therapy: Therapy using processed cells or nucleic acids,
etc. for which a manufacturing and marketing approval has not
been obtalned under PMD Act, and ;f_o_uuh_mh_gun_m_a_l_d_a;t_a_am

and an
Explorative Study is conducted both prior to and following the
treatment

5




JSRM

For more information about NRIVID & REAP @

@D NRMD et Rogenoraive Modicine Datavas s About Information CONTACT D IP a

Thank you for your attention!

Orchestrating Wisdom To Innovate, . . c)
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g Y | 7 ’: ,:,-,
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Regenerative medicine
Visit Evidence Accumulation Platform
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