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The two legislations share common good practices
for the quality/manufacturing control of manipulated cells

Out-of-pocket medical treatments
& non-commercial clinical researches
using specified processed cells without MA

Commercial distributions of
regenerative medical products
& their clinical trials

RM Safety Act

The safety, etc., of regenerative medicine provided as a
medical service is ensured by stipulating the practical
procedures of, for instance, sampling, standards for medical
institutions that provide regenerative medicine and
standards for facilities that culture and process cells.

PMD Act

Medical Device Act.

The efficacy and safety of regenerative medical
products are ensured by stipulating standards for
manufactory of regenerative medical products.

* Qutsourcing of cell culturing and processing carried out under the
responsibility of physicians based on the Regenerative Medicine Safety
Assurance Act is exempt from the application of the Pharmaceutical and
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Specials & Hospital Exemption

Evidence for

s the efficacy is
NOT required.

https://www.eurostemcell.org/regenerative-medicine-special-report/access-to-regenerative-medicine/full-article



Specials & Hospital Exemption

Evidence for
the efficacy is

‘ No product licence but manufacturer Iicence‘ s NOT required.

https://www.eurostemcell.org/regenerative-medicine-special-report/access-to-regenerative-medicine/full-article



Protection of the Public Health through the RM Safety Act
(since 2014)

KYODO NEWS August 27, 2017

=

In order to prevent future adverse events,
the Government can arrest medical
practitioners who conduct cell therapy
\ without notifying the authorities. y

https://english.kyodonews.net/news/2017/08/5d0a5ee3cba3-updatel-6-

r

arrested-over-unauthorized-stem-cell-therapy-using-cord-blood.html
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“In addition to the questions about evidence and efficacy, there are also concerns about the qualifications and
independence of the committees that approve such treatments for inclusion in the registry. The health
ministry requires that these committees comprise five to eight people, and include specialists in cell biology,
regenerative medicine, clinical research and cell culture. It also requires input from lawyers, bioethicists and
biostatisticians. But rules about conflicts of interest on the committee have been lax.

...The ministry instituted policies in April to prevent such conflicts. But even with fully independent
committees, clinics can shop around for the answer they want.

...The government is considering extra fixes, such as requiring training to make the committee system better.”
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Unique Approval Pathway for RM products in the PMD Act @
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* |If 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.

* The PMD Act requires further confirmation of safety and efficacy during the post-marketing phase.



RM Products Approved for Manufacturing & Marketing in Japan
[as of June 1, 2021]

/ 11 RM products have been approved under PMD Act \
(including 2 products for in vivo gene therapy)
» autologous epidermis e .
» autologous cartilage The Japan Ministry of Health,

» allogeneic MSCs (for GVHD)

» autologous myoblast sheet (for heart failure)*
» autologous MSCs (for spinal cord injury) *

» autologous CAR-T cells

» autologous cultured corneal epithelium

» autologous CAR-T cells

» autologous CAR-T cells

Labour and Welfare (MHLW) is

expected to approve the

marketing of

» autologous cultured oral
mucosal epithelial cell sheet (for
extensive damage to the cornea
of both eyes) &

within the next few months.
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*conditional & term-limited approval



Unique Approval Pathway for RM products in the PMD Act @

O Conventional approval process Real world data are quite important! ‘

Non-
commercial Clinical Trial

Approval Marketing

Clinical (confirmation of efficacy and safety)
Research

0 Approval process that accommodates early praktical application of RM products

Non-
commercial

Clinical Trial Conditional/ Marketing
(likely to predict efficacy, Term-limited Further confirmation
and confirming safety) Approval of efficacy and safety /

Approval Marketing

(or Revocation) Continues

Clinical
Research

Post-marketing safety measures must be taken, >
including prior informed consent of risk to patients

L RM Safety J |\ PMD Act
Act

» If 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.

Challenge

* The PMD Act requires further confirmation of safety and efficacy during the post-marketing phase.



https://www.youtube.com/watch?v=LVCLVkPzrNQ

Introduction of NRMD


https://www.youtube.com/watch?v=LVCLVkPzrNQ

Development of Nation-wide Clinical Research Data Systems (NRMD)
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Development

These Databases enables seamless translational/reverse translational researches from clinical investigation to PMS, by acquiring

real world data of all clinical cases into the systems with common data quality assurance.



Development of Nation-wide Clinical Research Data Systems (NRMD)
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Committee Member Societies
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Utilization of Registered Data

1. For NRMD/CR for non-commercial clinical researches, data quality
is assured by performing Computerized System Validation (CSV) in
compliance with Good Post-marketing Study Practices (GPSP).

2. For non-commercial clinical researches that allow for a control
group, data from the control group can be registered with the same
quality.

3. Data from previous control groups can be used as historical
controls in subsequent non-commercial clinical researches or post-
marketing surveillance (PMS).

4. In cases of products for which it is difficult to have a control group,
smooth product commercialization without relying on randomized
controlled trials (RCTs) can be supported by setting up a PMS-
focused R&D design.

22



NRMD/CR # Commercial Clinical Trials # Utilization of PMS Data

Used as a Historical Control for New Product Development,

D . . . .
Case Data Indication Expansion, and (Re)review

RM Safety
Act

PMD Act

JAMS

Infrastructure Development Pharmaceutical Affairs Consultation
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Patient Registries of RM Products in Japan

Clinical Databases Available for Patient Registries of RM Products

Registry using Registry using Registry using
Industry-based Database Academia-based Database Regulator-based Database
MAH’s own DB e.g., FormsNet3°V

I

Data
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Hospitals Hospitals

MAHSs utilize the patients' data collected through registry to report the malfunction (adverse
events) by regenerative medical products and conduct post-marketing surveillance.

It is up to MAHSs to decide which type of database to use,
but the MHLW recommends using NRMD, considering the accumulation of data
for future development of RM products.




For More Information

https://nrmd.jp/en/




Thank you for your attention!

Contact Information

<

Yoji Sato, Ph.D.

Head, Division of Cell-Based Therapeutic Products
National Institute of Health Sciences

3-25-26 Tonomachi, Kawasaki Ward, Kawasaki City, Kanagawa 210-9501, Japan
E-mail: yoji@nihs.go.jp

NRMD Help Desk

The Japanese Society for Regenerative Medicine

2-3-11 Nihonbashi Life Science Bldg., Nihonbashi Honcho, Chuo-ku,
Tokyo 103-0023, Japan

E-mail: support.nrmd@jsrm.jp
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