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Pharmaceuticals & Medical Devices Act 
(PMD Act)
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Regenerative/Cellular Therapies using
Specific Processed Cells
�����	�

�including ex vivo Gene Therapy�

Gene Therapies
�in vivo�

Medical Practitioners’ Act
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�

Medical Care Act
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“Processed Cells” ����	��

Gene Therapy Products
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Human Cell-Processed Products
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Animal Cell-Processed Products
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Act on the Safety of Regenerative Medicine
(ASRM (or RM Safety Act))
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The Major Guideline Documents for Quality and Safety of 
Human Cell-Processed Products regulated under the PMD Act@1��A

Good Tissue Practice (GTP) Guidelines

Standard for Biological Ingredients
MHLW Public Notice 210 (2003)/375 (2014)

!�#�����
�!	�'�( 210�@2003�A/375 �@2014�A

General Principles for the Handling and 
Use of Cell/Tissue-Based Products

PFSB/MHLW Notification 1314 (12/12/2000) Appendix 1
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Ministerial Ordinance on Good Practices 
for Manufacturing Control and Quality 

Control of Regenerative Medical Products
MHLW Ord. 93 (2014)
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Good Gene, Cellular, and Tissue-based 
Products Manufacturing Practices (GCTP)

Regulations for Buildings and Facilities 
of Pharmacies, etc.

MHW Ord. 2 (1961)/87 (2014)

1�*�64�3�
�!'�)2�@1961�A/87 @2014�A

Manufacturing Facility Standard



Consistent Parts of the Two Acts

RM Safety Act
�	������
���

PMD Act
�����

HospitalManufacturer
(Licensed)

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

Cell collection

Transplant

Cell 
Processing

Delivery of 
cell product (RMP)

Manufacturer
(Licensed)

Obtaining 
Cell 

Regenerative Medical Products

GCTP*Cell 
processing

Cell 
processing

Outside
hospital
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Guideline Documents on Technical Requirements for Quality and Safety of 
Human Cell-Processed Products regulated under the PMD Act /!��0
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Guideline on ensuring quality and safety of products derived from 
processed  autologous human cell/tissue

PFSB/MHLW Notifications No.0208003 (8/02/2008)
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Guideline on ensuring quality and safety of products derived from 
processed  allogeneic human cell/tissue

PFSB/MHLW Notifications No.0912006 (12/09/2008)
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Guidelines on ensuring the quality and safety of pharmaceuticals 
and medical devices derived from the processing of allogeneic 

human somatic stem cells
PFSB/MHLW Notification 0907-3 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human induced 
pluripotent stem(-like) cells

PFSB/MHLW Notification 0907-4 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human
embryonic stem cells

PFSB/MHLW Notification 0907-5 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 
and medical devices derived from the processing of autologous 

human somatic stem cells
PFSB/MHLW Notification 0907-2 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human induced 
pluripotent stem(-like) cells

PFSB/MHLW Notification 0907-4 (2012)

Technical Requirements for CTPs Derived from Specific Source Cell Types 
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Guideline Documents on Technical Requirements for Quality and Safety of 
Human Cell-Processed Products regulated under the PMD Act {G/1|
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Guideline on ensuring quality and safety of products derived from 

processed  autologous human cell/tissue

PFSB/MHLW Notifications No.0208003 (8/02/2008)
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Guideline on ensuring quality and safety of products derived from 

processed  allogeneic human cell/tissue

PFSB/MHLW Notifications No.0912006 (12/09/2008)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of allogeneic 

human somatic stem cells

PFSB/MHLW Notification 0907-3 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human induced 

pluripotent stem(-like) cells

PFSB/MHLW Notification 0907-4 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human

embryonic stem cells

PFSB/MHLW Notification 0907-5 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of autologous 

human somatic stem cells

PFSB/MHLW Notification 0907-2 (2012)
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Guidelines on ensuring the quality and safety of pharmaceuticals 

and medical devices derived from the processing of human induced 

pluripotent stem(-like) cells

PFSB/MHLW Notification 0907-4 (2012)

Technical Requirements for CTPs Derived from Specific Source Cell Types 
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Problems

•There is no document, which corresponds to these guidelines and should be officially referred 

to by Certified Special Committees for Regenerative Medicine under the RM Safety Act.

	5�8?��%=�1giR]rph&HI�'Ng;#_q),{}{3�|K�	5�8?���Z0
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•Regardless of the legislation (PMD Act  or RM Safety Act), when there are several 

interpretations about the technical requirements, and if you do not know the purpose of the 

requirements or the principles behind them, a strict  but unreasonable interpretation may be 

taken within the breadth, just because of "just in case", 

&HI�hJMg ZVq��R&HI�h:9oC+gVq��s<pfWeRG/1�dVbcn��%=
�1�dVbcnT$hamUeWX47d��4gR h�dn�^mhJMZ(prq�E%ZVqS

⇒⇒⇒ The levels of technical requirements usually become higher with time

&HI�hvzuxZQ\fbc^c^lXY`r

⇒⇒⇒ hindering efficient product development
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What is “Minimum Consensus Package [MCP]” for the Evaluation of the Quality, 
Safety, etc., of Processed Cells for Regenerative/Cellular Therapies
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GUIDELINES
� � � SUMMARY
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the “Essence" of 
the Guidelines
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Guidelines on Technical Requirements and Standards as Common Basis for the 
Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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Introduction  SMUQ

General Points of Attention  �7.-��F

1. General Principles  2


2. Manufacturing, Evaluation, and Control of the Quality Characteristics of Products  
:�R:A�T�?(�=�c0)

3. Stability of Human Processed Cells `^14��'R���

4. Nonclinical Safety Testing of Human Processed Cells  `^14��'RE6����>G

5. Studies Supporting the Potency or Efficacy of Human Processed Cells   
`^14��'R��S�5Y9�LW>G

6. Biodistribution of Human Processed Cells  `^14��'R�	��

7. Points to Consider for Clinical Studies  6�>GDB�F

HAppendix 1I Safety Against Viruses and Other Infectious Materials  [Za]/�#�'?���
HAppendix 2I Concept of Biological Manufacturing-Related Materials Used in the Production of Human 

Processed Cells  `^14��'Q+JVXW*',!:ADB'?Q�NW3K�

HAppendix 3I Concept of Cell Banks  14_b\R%�

HAppendix 4I Characterization of Cells  14(�<"

HAppendix 5I GTP (Good Cell/Tissue Practice)
HAppendix 6I Nonclinical Safety Testing of Human Processed Cells E6����>G

Contents
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Guidelines on Technical Requirements and Standards as Common Basis for the 
Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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… this guideline (draft) has been prepared to promote a more reasonable, efficient, 

and effective product development and to contribute to the promotion of practical 

regenerative medicine applications by suggesting technical requirements and 

standards (minimum consensus package [MCP]), which will be common bases for 

anticipated major human processed cells, and by applying them with the current 

guidelines. 
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Guidelines on Technical Requirements and Standards as Common Basis for the 
Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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…there are many types of manufacturing methods, types and characteristics of critical intermediate 

products or final products, and clinical application methods of human processed. Furthermore, the 
scientific progress in this field is incessant, and expertise and knowledge are constantly accumulating. 

Therefore, it is not always appropriate to consider the present guidelines as all-inclusive and 
definitive. Consequently, when testing and evaluating each product, it is necessary to adopt a flexible 

approach that is based on a rationale that reflects scientific and technological advances at that point 

in time while taking into consideration the objectives of this and related guidelines.
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Guidelines on Technical Requirements and Standards as Common Basis for the 
Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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The basic points of attention prior to the initiation of the investigational clinical trials (clinical 

researches) of human processed cells are to determine:

n whether there are any quality and safety problems that would obviously hinder the application of 

such cells to humans, 

n whether certain quality characteristics of the product are understood sufficiently to establish a 

relationship between the clinical findings and the quality characteristics, and 

n whether the constancy of the quality characteristics can be ensured within a definite range. 

(Ll:�25mhG�Vf^NXYZ_�&0/�*`n
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Guidelines on Technical Requirements and Standards as Common Basis for the 

Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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In this case, it is important to perform evaluations by adopting the following viewpoints: 

n Risks that were clearly anticipated for processed cells should be eliminated as much as possible by using 

the available technology at that time to clarify the scientific appropriateness of the results of such 

actions.

n Subsequently, the remaining “anticipated risks” should be weighed against the “potential risks 

associated with the loss of an opportunity to receive new treatment” for patients who suffer from 
diseases that are serious and life-threatening, involve significant functional impairment, or confer a 

significant decrease in quality of life (QOL) resulting from the loss of a certain degree of a physical 

function or form, or for which existing therapies have limitations and do not result in a cure. 

Furthermore, by disclosing all of the abovementioned information to patients (e.g., information on risks 

versus expected benefits), the decision on whether to receive the new treatment has to be entrusted to such 

patients. 
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Guidelines on Technical Requirements and Standards as Common Basis for the 
Evaluation of the Quality, Safety, etc., of Human Processed Cells (Draft)
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n For materials to be attached to the application when initiating a clinical trial/research, 

the requirements and contents indicated in this guideline and the related guidelines to 
be referred to for individual products are not necessarily fulfilled completely. 

n Appropriate materials should be reasonably prepared and submitted at the time of 
celinical trial/research application, on the premise that  materials ensuring the quality 
and safety of the processed cells at the time of marketing authorization application 
will be enriched and developed in line with this and the related guidelines during the 
process of clinical trials/researches.
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n The main target in manufacturing processed cells, and 
evaluations of their quality  and safety/efficacy at 
nonclinical, clinical and post-marketing phases is 

the final product
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n Similarly, the matters, test methodss, standards, and other technical requirements 
described in these guidelines are intended to be considered, selected, applied, and 
evaluated on the basis of the contents and degrees that meet each purpose.

n Interpretation and application at or within the highest or maximum level or range are 
not necessarily required. 

n By taking into consideration this objective, the applicant should clarify that the 
considered background, selection, and application, as well as the evaluated contents 
and degrees, are suitable for each purpose and are deemed appropriate on the basis 
of scientific rationality.
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MCP allows a reasonable approach for securing the quality of a product from a regulatory aspect, 
thus making itself a common platform to which technical elements can be added by taking into 

consideration the characteristics of each product and by referring to current comprehensive 

guidelines. MCP also shifts seamlessly the clinical studies under the Act on the Safety of Regenerative 
Medicine to developments under the Law on Securing Quality, Efficacy and Safety of Products 

Including Pharmaceuticals and Medical Devices (PMD Act) and smoothly facilitates the Regulatory 
Science Strategy Consultation and/or the review for approval to accelerate the promotion of practical 

regenerative medicine applications.
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The essence of the Essence of the Guidelines
The essence of MCPyMCPoaawz

n "Time" and "life" are irreplaceable.  
[_\ZomYWl]XlWYogXV

n Deliver what they need as quickly as possible.  
�/s0^$Lmsox$Lmqln�_uV

n Do things that only humans can do.  
�Snb[k]mYalxcuV

n Think for yourself, show your imagination and connect it to creation.  
JtGZU'	�x8,bU�Rnhm`uV

n Clarify the purpose of each.  
dvevo:9x1=ncuV

n Learn and understand the subject, respond to it efficiently and effectively based on scientific 
rationality and ethics, and show justification of the responses.  
�OnhYj�rU6MbU@�9�6&U�6&n�i]U�59U�39n�%bU�#&x>cV

n Position individual elements in the whole and understand their significance.
��LCp
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n Each person who is involved does his part, goes beyond his position and goes public.  
T�Hdvev\2�x�^bUB�xQZU�nYfuV
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Thank you for your attention!
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CONTACT INFORMATION:

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

E-mail: yoji@nihs.go.jp
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