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Regula4on	  for	  Regenera4ve	  Medicine/	  Cell	  Therapy	  

加工度	
最小限
の処理	

Japan USA 

On
 M

ar
ke

t	

PHS Act article 361	

PHS Act article 351, FDC Act	

Minimal 
Manipulation 

Pharmaceuticals Affairs Law (PAL) 
 

More-than-minimal 
Manipulation 

Minimal 
Manipulation 

Blood	 Blood	

More-than-minimal 
Manipulation 

Cornea 
Bone 
Umbilical 
cord blood	

Cornea 
Bone 
Umbilical 
cord  blood	

OT
P, 

MT
P	

Various Cell/Tissue	

Various Cell/Tissue	 Various Cell/Tissue	

OT
P, 

MT
P	

In 
Ho

sp
ita

l	

Dermis 
Cartilage	

Dermis 
Cartilage	

Dermis 
Cartilage	

Vessel  
Skin, Blood	

Dermis 
Cartilage	

Cornea 
Bone 
Umbilical 
cord blood	

Medical Practitioners Act 

(Revision Operative on Nov 25, 2014)	

Regenerative Medicine Safety Act  
(Operative on Nov 25, 2014)	



Defini4on	  of	  products	  for	  RM/CT	  and	  establishment	  of	  new	  framework	  are	  needed.	  

→ 　Revised	  Pharmaceu/cal	  Affairs	  Law	  	  (Revised	  PAL,	  PMD	  Act)	  

Background	  for	  new	  legisla4ons �

1.  Legal	  basis	  for	  the	  guideline	  to	  ensure	  safety	  of	  cell	  therapies	  is	  required.	  
2.  Need	  for	  collabora4on	  between	  medical	  ins4tu4ons	  and	  industry	  from	  the	  early	  stage	  of	  

development	  is	  growing.	  

New	  legisla4on	  is	  needed	  for	  prompt	  and	  safe	  regenera4ve	  medicine.	  

→        Regenera/ve	  Medicine	  Safety	  Act	  (RM	  Safety	  Act)	  

3.	  The	  exis4ng	  framework	  in	  Pharmaceu4cal	  Affairs	  Law	  (PAL)	  does	  not	  fit	  for	  the	  

characteris4cs	  of	  products	  for	  regenera4ve	  medicine	  or	  cell	  therapy.	  



Regenera4ve	  Medicine	  
Cell	  Therapy	

Medical	  prac/ces	  using	  processed	  
cells,	  whose	  safety	  and	  efficacy	  have	  

not	  yet	  been	  established �

Pharmaceu4cals	  and	  Medical	  Devices	  
Act	  (PMD	  Act,	  Revised	  PAL)*	  

*	  Two	  laws	  were	  enacted	  on	  25	  November	  2014.	  

Produc4on	  and	  marke4ng	  of	  	  
products	  for	  RM/CT	  by	  firms �

Regenera4ve	  Medicine	  Safety	  Act	  
(RM	  Safety	  Act)	  *	  

Two	  Acts	  regula4ng	  RM/CT	



“Provision	  of	  RM/CT”	  vs.	  “Product	  for	  RM/CT”	  	  

　	 RM/CT	  as	  Medical	  Prac/ce	  	   Product	  for	  RM/CT	  	  
Purpose	   Development	  &	  Provision	  of	  the	  Medical	  Treatment	   Development,	  Manufacturing	  &	  Marke4ng	  of	  the	  

Product	  

Regulatory	  
Framework	  

Medical	  Prac44oners	  Act	  
	  
GLs	  on	  Clinical	  Research	  using	  Human	  Stem	  Cells	  #	  	  
(MHLW	  No4fica4on	  No.380	  (2010))	  
	  
Regenera/ve	  Medicine	  Safety	  Act	  (RM	  Safety	  Act)*	  
	  
Ethical	  GLs	  for	  Clinical	  Studies	  	  	  
(MHLW	  No4fica4on	  No.	  415	  (2008))	  
	  
GLs	  for	  Gene	  Therapy	  Clinical	  Research	  
(MHLW	  &	  MEXT	  No4fica4on	  No.2	  (2004))	  
[in	  vivo	  gene	  therapy]	  

Pharmaceu4cals	  Affairs	  Law	  (PAL)#	  
	  
Pharmaceu/cals	  and	  Medical	  Devices	  Act*	  
	  (PMD	  Act,	  Revised	  PAL)	  
	  
GLs	  and	  Standards	  for	  Assuring	  the	  Q/S	  of	  Cell-‐Based	  
Therapeu4c	  Products	  and	  Gene	  Therapy	  Products	  

GCP	  Compliance	   Not	  Mandatory	   Mandatory	  

Review	  

Cer4fied	  Commihee	  for	  RM*	  
	  [for	  Class	  3	  RM/CT]	  
	  
Cer4fied	  Special	  Commihee	  for	  RM*	  
	  [for	  Class	  1	  &	  2	  RM/CT]	  
	  
MHLW	  	  	  
	  [for	  Class	  1	  RM/CT	  and	  in	  vivo	  gene	  therapy]*	  
	  

Pharmaceu4cals	  &	  Medical	  Devices	  Agency	  (PMDA)	  
	  
Ministry	  of	  Health	  Labour	  &	  Welfare	  (MHLW)	  

Health	  Insurance	   Not	  or	  Partly	  covered	  by	  the	  Public	  Insurance	   Fully	  covered	  by	  the	  Public	  Insurance	  

#	  	  :	  ~	  Nov.	  24,	  2014	  
*	  	  :	  Nov.	  25,	  2014	  ~	  	



Regenera4ve	  Medicine	  
Cell	  Therapy	

Medical	  prac/ces	  using	  processed	  
cells,	  whose	  safety	  and	  efficacy	  have	  

not	  yet	  been	  established �

Pharmaceu4cals	  and	  Medical	  Devices	  
Act	  (PMD	  Act,	  Revised	  PAL)*	  

*	  Two	  laws	  	  were	  enacted	  on	  25	  November	  2014	  

Produc4on	  and	  marke4ng	  of	  	  
products	  for	  RM/CT	  by	  firms �

Regenera4ve	  Medicine	  Safety	  Act	  
(RM	  Safety	  Act)	  *	  

It	  may	  be	  similar	  to	  researcher	  
ini/ated	  IND	  applica/on	  system	

Two	  Acts	  regula4ng	  RM/CT	



Overview	  of	  the	  RM	  Safety	  Act	  

	  
	

	  
	

	  
	

	  
	

II.	  Enable	  
commissioning	  cell	  
processing	  to	  licensed	  
enterprises	  

I.	  Obligate	  hospitals	  and	  
clinics	  to	  submit	  plans �

Provision  of  regenerative  
medicine�

Cell  processing�

III.	  Obligate	  CPCs	  to	  no/fy	  or	  
obtain	  licence	

Cer/fied	  CommiNee	  for	  
Regenera/ve	  Medicine �

Cer/fica/on	  

Minister	  of	  Health	  Cell	  processors �

Hospitals	  /	  Clinics�

No/fica/on	  (Hospitals	  /	  Clinics）or	  
	  Applica/on	  for	  a	  license	  (Firms)�
�



RM/CT	  at	  Hospitals	  and	  Clinics	  under	  the	  RM	  Safety	  Act	  

MHLW�

Health	  Science	  Council �Hospitals	  /	  Clinics	  

submission	   evalua4on	  

MHLW�

submission	  

opinion	  

Provision	  
	  (Within	  90	  days)	  

Change	  order	  
(Within	  90	  days)	  

Cer4fied	  special	  commihee	  	  
for	  regenera4ve	  medicine*	  

Plan	  	  

High	  Risk	  (Class	  1)�

Middle	  Risk	  (Class	  2)�

Low	  Risk	  (Class	  3)�

*Cer4fied	  special	  commihee	  for	  regenera4ve	  medicine	  is	  required	  to	  have	  highly	  specialized	  screening	  exper4se	  and	  third-‐
party	  characteris4cs	  	  	  	  (roughly	  10	  to	  15	  cer4fied	  special	  commihees	  for	  regenera4ve	  medicine	  across	  the	  country)	  

Hospitals	  /	  Clinics	  

Plan	  	  

evalua4on	  

submission	  
Provision	  

Hospitals	  /	  Clinics	  

Plan	  	  

submission	  

submission	   evalua4on	  

submission	  

MHLW�

Provision	  

Cer4fied	  special	  commihee	  	  
for	  regenera4ve	  medicine*	  

Cer4fied	  commihee	  	  
for	  regenera4ve	  medicine	  

(e.g.	  RM/CT	  using	  iPS/ES	  cells)	

(e.g.	  RM/CT	  using	  soma4c	  stem	  cells)	  

(e.g.	  RM/CT	  using	  soma4c	  cells)	  



Regenera4ve	  Medicine	  
Cell	  Therapy	

Medical	  prac/ces	  using	  processed	  
cells,	  whose	  safety	  and	  efficacy	  have	  

not	  yet	  been	  established �

Pharmaceu4cals	  and	  Medical	  Devices	  
Act	  (PMD	  Act,	  Revised	  PAL)*	  

*	  Two	  laws	  	  were	  enacted	  on	  25	  November	  2014.	  

Produc4on	  and	  marke4ng	  of	  	  
products	  for	  RM/CT	  by	  firms �

Regenera4ve	  Medicine	  Safety	  Act	  
(RM	  Safety	  Act)	  *	  

Two	  Acts	  regula4ng	  RM/CT	

Company	  driven	  IND	  and	  
product	  approval	  system	



Revision	  of	  Pharmaceu4cal	  Affairs	  Law	  

u  Revisions	  of	  Drugs	  and	  Medical	  Devices	  Ar/cles	  	  
•  Relevant	  party’s	  obliga4ons	  are	  specified	  to	  ensure	  quality,	  safety,	  and	  

efficacy	  of	  drugs	  and	  medical	  devices.	  
•  MAH’s	  obliga4on	  to	  no4fy	  labeling	  and	  its	  revision,	  reflec4ng	  the	  latest	  

findings	  
u  Revisions	  of	  Medical	  Devices	  Ar/cles	  

•  Independent	  Chapter	  for	  “Medical	  Devices”	  
•  Expansion	  of	  Third	  party	  cer4fica4on	  system	  to	  higher	  risk	  devices	  
•  Quality	  Management	  System	  (QMS)	  adherent	  to	  ISO	  13485	  
•  Other	  revisions	  related	  to	  medical	  devices	  

u  Addi/ons	  for	  Regenera/ve	  Medical	  Products	  
•  Defini4on	  and	  independent	  chapter	  for	  Regenera4ve	  Medical	  Products	  
•  Introduc4on	  of	  condi4onal/4me	  limited	  approval	  system	



Defini4on	  of	  “Regenera4ve	  Medical	  Products”	  	  
in	  Japanese	  Legisla4on	  

•  In	  PMD	  Act,	  “regenera/ve	  medical	  products	  (RMPs)”	  are	  defined	  
as	  processed	  human	  cells	  that	  are	  intended	  to	  be	  used	  	  
	  1)	  for	  either	  	  
	   	  (1)	  the	  restora4on,	  repair,	  or	  forma4on	  of	  structures	  or	  func4ons	  	  	  
	  	  	  	  	  	  	  of	  the	  	  human	  body	  	  or	  	  
	   	  (2)	  the	  treatment	  or	  preven4on	  of	  human	  diseases,	  	  
	  or	  	  
	  2)	  for	  gene	  therapy	

≈	  Cellular	  and	  Tissue-‐Based	  Products	  (and	  Gene	  Therapy	  Products)	

≈	  Advanced	  Therapy	  Medicinal	  Products	  (ATMPs)	  	  [Regula4on	  (EC)	  No	  1394/2007]	  	  



Early	  Access	  Schemes	  of	  ICH	  3	  Par4es	  

US	 EU	 JAPAN	

Priority	  Review	 Priority	  review	

Accelerated	  approval	  for	  
serious	  or	  life-‐	  
threatening	  illnesses	  	

Condi4onal	  MA	  
MA	  under	  excep4onal	  
circumstances	  

Condi4onal	  approval	  for	  
	  	  	  Oncology	  drug,	  	  	  	  	  
	  	  	  Orphan	  drug	  
Condi4onal	  &	  4me-‐
limited	  approval	  for	  	  
RM	  products	

Break	  through	  therapy	  
&	  Fast	  Track	  designa4on	

Forerunner	  Review	  
Assignment	  	

Various	  agencies	  have	  various	  approaches	  to	  accommodate	  
pa4ent	  access	  though	  they	  have	  certain	  similarity.	  	



The	  Pharmaceu4cals	  and	  Medical	  Devices	  Act	  (PMD	  Act)	  

u  A	  new	  product	  category:	  “Regenera4ve	  Medical	  Products	  (RMPs)”	  

Difficult	  to	  collect	  and	  evaluate	  the	  data	  for	  the	  efficacy	  of	  RMPs	  in	  a	  short	  
4me	  due	  to	  heterogeneity	  of	  cells	  

To	  secure	  4mely	  provision	  of	  safe	  RM/CT,	  	  a	  new	  regulatory	  framework	  is	  needed	  

Expedited	  approval	  system	  for	  RMPs	  

Arer	  the	  safety	  is	  confirmed	  and	  the	  data	  predict	  likely	  efficacy,	  	  
the	  product	  will	  be	  given	  condi4onal,	  4me-‐limited	  marke4ng	  authoriza4on	  in	  
order	  to	  enable	  4mely	  provision	  of	  the	  products	  to	  pa4ents.	  



Expedited	  approval	  system	  under	  PMD	  Act	  

Phased	  clinical	  trials	  
(confirma4on	  of	  efficacy	  and	  safety)	  

Marke4ng	  	  
authoriza4on	  

Clinical	  
study	  

[New	  scheme	  for	  regenera/ve	  medical	  products]	  

Post-‐marke4ng	  safety	  measures	  must	  be	  taken,	  
including	  prior	  informed	  consent	  of	  risk	  to	  pa4ents	  

Marke4ng	  
(Further	  confirma4on	  
of	  efficacy	  and	  safety)	  

Condi4onal	  
/term-‐limited	  
authoriza4on	  

Clinical	  
study	  

Marke4ng	  
authoriza4on	  

or	  	  
Revoca4on	  

Marke4ng	  

Marke4ng	  
con4nues	  

Clinical	  	  trials	  
（likely	  to	  predict	  

efficacy,	  	  
confirming	  
safety）	  

[Tradi/onal	  approval	  process]	  

<	  Drawback	  of	  tradi/onal	  PAL	  approval	  system	  >	  
Long-‐term	  data	  collec/on	  and	  evalua/on	  in	  clinical	  trials,	  due	  to	  the	  
characteris4cs	  of	  cellular/4ssue-‐based	  products,	  such	  as	  non-‐
uniform	  quality	  reflec4ng	  individual	  heterogeneity	  of	  autologous	  
donor	  pa4ents	



Review	  Pathway	  of	  RMPs	  

Sponsor	

Marketing 
authorization 
application	

Pharmaceuticals and Medical Devices Agency 
(PMDA)	

Normal	  
authoriza4on	  path	 

Condi4onal	  
/4me-‐limited	  

authoriza4on	  path	 

If	  the	  applica4on	  meets	  to	  the	  criteria	  
(biological	  heterogeneity,	  etc.)	

Ministry of Heath, Labour & Welfare (MHLW)	

Review	  Report	

Marke4ng	  authoriza4on	  
(condi4onal	  4me-‐limited)	  

Marke4ng	  authoriza4on	  
(normal)	  

Review	

Advisory Committee 
(Pharmaceutical & Food 

Sanitation Council)	

Business	  licenses	  
applica4ons	  (if	  use	  new	  
facili4es)	

PMDA and 
prefecture	

Ref.	  Hara	  A.	  Sato	  D.	  Sahara	  Y.	  Ther.	  Innov.	  Regul.	  Sci.	  
h6p://dx.doi.org/10.1177/2168479014526877	  (2014).	  	
 	



Likely  to  predict  efficacy  
  (clinical  benefit)	

•  To	  approve	  products	  based	  on	  the	  limited	  data,	  such	  as	  surrogate	  
endpoints	  in	  exploratory	  study.	  	  

•  Similarity	  to	  accelerated	  approval	  of	  USFDA	  *	  The	  product	  has	  an	  
effect	  on	  a	  surrogate	  endpoint	  that	  is	  reasonably	  likely	  to	  predict	  
clinical	  benefit	  	  (ref.)	  

• We	  have	  experiences	  in	  the	  orphan	  drug	  area.	  

	

Ref.)    USFDA-‐-‐Accelerated  Approval  of  New  Drugs  for  Serious  or  Life-‐
Threatening  Illnesses  (57  FR  58958,  Dec.  11,  1992)	

•  It	  applies	  to	  certain	  new	  drug	  products	  in	  trea4ng	  serious	  or	  life-‐threatening	  illnesses	  and	  that	  provide	  meaningful	  
therapeu4c	  benefit	  to	  pa4ents	  over	  exis4ng	  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	  (such	  as	  OS).	  	  

•  Postmarke4ng	  studies	  would	  usually	  be	  studies	  already	  underway.	  	  
•  FDA	  may	  withdraw	  approval,	  if	  a	  postmarke4ng	  clinical	  study	  fails	  to	  verify	  clinical	  benefit;	  ………….	  
　	  
	  
	  
	  
	  
	  
	  
	  
　	  
	  	  	  	  	  
	  
	  
	  
	  
	  
	  
	  
	  
	  
	 

	  
	 



Evidence	  level	  of	  efficacy:	  Drug	  (normal)	  vs.	  RM	  Product	  

approval	

Condi4onal	  and	  
4me-‐limited	  
approval	  	
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(e
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IND	  level	
Marke4ng	  authoriza4on　	

approval	

Drug	  (normal)	 RM	  Product	

Orphan	  
level	



Consistent	  parts	  of	  the	  two	  Acts	  

RM	  Safety	  Act	   PMD	  Act	  (revised	  PAL)	

Hospital	Manufacturer	  
(Licensed)	

Medical	  technologies	  using	  processed	  cells	  
(except	  clinical	  trials	  under	  PMD	  Act.	  )	

Cell	  collec/on	

Transplant	

Cell	  
Processing	

Delivery	  of	  	  
cell	  product	  

Manufacturer	  
(Licensed)	

Obtaining	  	  
Cell	  	

Regenera4ve	  Medical	  Products	

GCTP*	Cell	  
processing	

Cell	  
processing	

Outside	  
hospital	

Co
m
m
is
si
on

	

*	  GCTP	  (Good	  gene,	  Cell	  &	  Tissue	  Prac/ce	  (≈	  Good	  Tissue	  Prac/ce	  +	  GMP/QMS))	



Public	  no-‐fault	  Indemnity	  system	  for	  pa4ent	  injuries	  associated	  
with	  products	  approved	  under	  PMD	  Act　	  	  

Biological	  device	 RM	  products	
Condi4onal	  and	  4me	  
limited	  approval	 NA	 √	

Adverse	  Drug	  Reac4on	  	  
Relief	  Fund	

NA	 √	  

Infec4on	  Relief	  Fund	 √	   √	  

Private	  Insurance	  products	  will	  be	  available	  for	  clinical	  
studies	  under	  the	  RM	  Safety	  Act	  



Summary  	

• In	  line	  with	  the	  commitment	  of	  the	  
administra4on,	  Japan	  is	  undergoing	  
regulatory	  reform	  to	  support	  and	  accelerate	  
R&D	  of	  regenera4ve	  medicine	  

• Expedite	  the	  access	  to	  new	  promising	  
regenera4ve	  medicine	  in	  a	  safe	  and	  effec4ve	  
manner	  



Thank you for your attention 

Contact	  Informa/on	  
	  
Satoshi	  Yasuda,	  Ph.D.	  
Chief,	  Sec/on	  of	  Pluripotent	  Stem	  Cell-‐Derived	  Products	  
Division	  of	  Cell-‐Based	  Therapeu/c	  Products	  
Na/onal	  Ins/tute	  of	  Health	  Sciences	  
1-‐18-‐1	  Kami-‐Yoga,	  Setagaya,	  Tokyo	  158-‐8501,	  Japan	  
	  
E-‐mail:	  yasuda@nihs.go.jp	  
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