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The Scope of the RM Safety Act P

Scope of the Act
[Application] [Processing]
includes
® Restoration, repair, or > Islet transplantation ® Maedical treatment

formation of structures or > Platelet rich plasma (PRP) using processed cells
functions of the human body

excludes

® Treatment or prevention of

) Blood transfusion
human diseases

Assisted reproductive
Organ transplantation technology

Tissue transplantation Hematopoietic stem cell
Blood transnfusion transplantation

Assisted reproductive Processed cells intended for
technology marketing (regenerative
medical products)

(Assisted reproductive » (Assisted reproductive
technology) technology)

Act for Appropriate Provision of Hematopoietic Pharmaceuticals & Medical Devices Act
Stem Cells to be Used in Transplantations (PMD Act)
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The two legislations share common good practices O
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

Corporate factory, etc.
* Licensed facility
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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

s

(" Inorder 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-

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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Regenerative Medical Products in the PMD Act

Former Pharmaceutical
Affairs Law (PAL)

PMD Act Regenerative
(Revised PAL)

Medical Product
(RM Product)

€ Additions for regenerative medicine products

e Definition and independent chapter for regenerative medicine products

* |ntroduction of conditional/time limited approval system
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Unique Approval Pathway for RM products in the PMD Act @

[0 Conventional approval process

Non-
commercial Clinical Trial

| Marketi
Clinical (confirmation of efficacy and safety) ATRENE arketing

Research

0 Approval process that accommodates early practical application of RM products

Non-

. ini : Conditional i :
commercial Clinical Trial .. / HEIREI Approval Marketing
. . (likely to predict efficacy, Term-limited Further confirmation : .
Clinical — : (or Revocation) Continues
and confirming safety) Approval of efficacy and safety
Research
Post-marketing safety measures must be taken,
including prior informed consent of risk to patients
L RM Safety J |\ PMD Act J

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.

* 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 November 17, 2021] | @
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14 RM products have been approved under PMD Act \

(including 2 in vivo gene therapy products & 1 oncolytic virus product)
autologous epidermis
autologous cartilage
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
autologous cultured oral mucosal epithelial cell sheet (for extensive damage to the cornea of both eyes)
allogeneic MSCs (for complex perianal fistulas of non-active or mildly active luminal Crohn’s disease)

plasmid vector (for chronic arterial occlusion)*

AAV vector (for spinal muscular atrophy)
oncolytic virus (genetically engineered oncolytic herpes simplex virus type 1 for malignant glioma)* /

*conditional & term-limited approval
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Criticism of the conditional/term-limited approval
of autologous MSCs for SCI

“This approval is an unfortunate step away from everything researchers have
learned over the past 70 years about how to conduct a valid clinical trial,”
James Guest, spinal cord injury researcher

“This trial, as designed, cannot reveal efficacy,”
Bruce Dobkin, spinal cord injury researcher

“I do not think it is morally justified to charge patients for an unproven
therapy that has risks,”
Arnold Kriegstein, stem cell researcher

Nature 565, 535-536; 2019 and Nature 565, 544-545; 2019.



Criticism of the conditional/term-limited approval
of autologous MSCs for SCI ®

MHLW’s response to the Criticism

“cannot accept your criticism of our approval of stem-cell treatment for spinal-cord injuries”

“This approval is an unfortunate step away from everything researchers have
learned over the past 70 years about how to conduct a valid clinical trial,”
James Guest, spinal cord injury researcher

“This trial, as designed, cannot reveal efficacy,”
Bruce Dobkin, spinal cord injury researcher

“I do not think it is morally justified to charge patients for an unproven

therapy that has risks,”
Arnold Kriegstein, stem cell researcher

Correspondence (Nature 569, 40; 2019)
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USFDA -Accelerated Approval of New Drugs for Serious
or Life-Threatening llinesses (57 Fr 58958, Dec. 11, 1992)

Likely to Predict Efficacy (Clinical Benefit)

@

It applies to certain new drug products in treating serious or life-threatening
illnesses and that provide meaningful therapeutic benefit to patients over

existing treatments.

Approval based on a surrogate endpoint or on an effect on a clinical endpoint
other than survival or irreversible morbidity.

The drug product has an effect on a surrogate endpoint that is reasonably
likely to predict clinical benefit or on the basis of an effect on a clinical
endpoint other than survival or irreversible morbidity..

Approval will be subject to the requirement that the applicant study the drug
further, to verify and describe its clinical benefit.

Postmarketing studies would usually be studies already underway.

FDA may withdraw approval, if a postmarketing clinical study fails to verify

clinical benefit; .............
J
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Early Access Schemes of US, EU/UK and JP

4 :‘ *
us — EU & UK e JP

Priority Review Accelerated Assessment | Priority Review

Conditional marketing Conditional approval for

authorisation (MA) Oncology drugs & Orphan
drugs
Accelerated approval MA under exceptional Conditional & term-
for serious or life- . .
circumstances limited approval for RM

threatening illnesses

oroducts

Hospital Exemption
Special Exemption

Breakthrough therapy
sl\;,i?(Tercz::rzﬁ?/:tlon PRIME (PRlority Forerunner Review
8 MEdicines) scheme Assignment (“SAKIGAKE”)

Medicine Advanced
Therapy) designation

Each agency has unique approaches, which seem to aim a common goal, to
accommodate patient access to medicines.




Thank you for your attention!
Yoji SATO, PhD
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* https://www.oag.com/hubfs/air-canada-/87.ipg 24
** http://www.city.kawasaki.jp/en/page/0000038680.html
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