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Outline

1. About Cartagena Act

2. Comparison of GMO regulations

3. Improvement of the Cartagena Act operation for medical use in

Japan

➢ Cartagena Act Consultation (Type-1 Use)

➢ Eliminated the voluntary PMDA review of draft

applications

➢ Updated time relationship between CTN (Clinical Trial
Notification) and Type-1 Use approval

➢ “Application for partial change” in the previously

approved Type-1 Use.

➢ “Mock-up Application forms” for Type-1 use regulations

and environmental assessment (particularly AAV)

➢ Updated statement of residual viruses in final gene-

modified cell products
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Cartagena Act

Scope

Genetically modified organisms (GMO)

Technology used in order to obtain living modified organisms (LMO)

Examples of GMO

Scope of the Act

• Genetically modified bacteria

• Genetically modified animals

• Genetically modified plants

• Genetically modified viruses (including vaccine strains）

Out of scope of the Act

• Attenuated viruses for vaccines

• Genetically modified animal cells (CHO cells, etc.)

• Gene edited animals without foreign nucleic acid fragments

• Self-cloning/natural occurrence
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Cartagena Act

Type How to use Points for review Examples

Type-1
(Approval)

Deliberate release Environmental 

Risk Assessment

＋
Risk Assessment 

for third party

Viral Vectors for gene

therapy.
The Use of GMO without preventive 

measures against their release into 

environment

Type-2
(Confirmation)

Containment Use
Appropriate uses 

depending on the 

biosafety levels of 

GMOs

Manufacturing 

genetically modified 

cells using genetically 

modifies viruses

The manufacturing, storing, 

transporting, and disposing of GMO 

while taking preventive measures 

into environment

Contained Use（EU domestic GMO regulation)

The use of GMO in clinical trials with preventive measures.

(The review time of contained use is shorter than that of deliberate release.)

Type-1 Use approval and Type-2 Use confirmation
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Comparison of GMO regulations
(Type-1 Use regulation, Gene therapy)

Sakurai et al. in press

CTA:Clinical Arial Authorisation Application 

CTN:Clinical Trial Notification

IND:Investigational New Drug (IND) application 

MAA: Marketing Authorisation Application

NDA: New Drug Application

BLA: Biologics License Application
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Number of PMDA-reviewed Type-1 Use approval 
and Type-2 confirmation
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Improvement of the Cartagena Act operation for 
medical use in Japan 1/2

Years Improvement

2013 Clarified the policy for residual retro/lentiviral vector in genetically modified cell products.

2015 Published the Notification related to Frequently Asked Questions.

2016 Changed the Deliberation at MHLW committee to the post facto Reports.

2019
• Published the standard description of the Type-1 Use Regulations.

• Established the official consultation related to the Cartagena Act.

2020

• Held regularly meeting with academic and industry groups.

• Published the specific description of the Type-1 Use Regulations for AAV, Adenoviral,

and Herpesviral vectors.

• Updated the policy for residual retro/lentiviral vector in genetically modified cell

products.

Sakurai et al. in press
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Improvement of the Cartagena Act operation for 
medical use in Japan 2/2
Years Improvement

2021 • Held regularly meeting with academic and industry groups. (Ongoing)

• Published the specific description of the environmental risk assessment for AAV

vectors.

• Published the Notification related to the partial change of authorized Type-1 Use

application.

• Published the Notification related to the acceptance of the application of CTN and the

Type-1 Use Regulation in parallel.

• Published the specific description of the Type-1 Use Regulations for residual

retro/lentiviral vectors in genetically modified cell products.

• Updated the Notification related to Frequently Asked Questions. (Twice)

• Published the Notification related to the acceptance of a product for non-clinical study

produced under the Type-2 Use Confirmation for research use as an investigational

drug in a clinical trial.

• Eliminated the voluntary PMDA review of draft applications.

• Uploaded the presentation files of points to consider.

2022 • Published the specific description of the environmental risk assessment for AAV 

vectors. (Revised)

• Electric Submission
• Online Submission （Coming soon）
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Cartagena Act Consultation (Type-1 Use)(2019-)
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Number of Cartagena Act Consultations
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10

Eliminated the voluntary PMDA review of draft 
applications (2021-)
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Updated time relationship between CTN and
Type-1 Use approval (2021-)

Clinical TrialsNon-Clinical
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Comparison between PMD Act and Cartagena 
Act about application for changes (Type-1 Use)

Application for

Partial change
（一変申請）

Minor change

Notification
（軽微届）

Approval

Cancellation
（承認整理）

PMD Act
(薬機法)

Possible Possible Possible

Cartagena Act
（カルタヘナ法）

No rule in the Act
Only Name and Address

changes are acceptable.

No rule in the Act No rule in the Act

So, if approval holders want to modify their approved Type-1 Use regulations,

they should apply new modified Type-1 Use regulations 

even though the changes are very minor.

And old versions can’t be cancelled… 

New “application for partial change”-like operation is 

established (4, June, 2021).
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Application for partial change in Type-1 use 
regulations (2021-)
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“Mock-up Application forms” for Type-1 notifications 
and environmental assessment (2020-)

PMDA web site
https://www.pmda.go.jp/review-services/drug-reviews/cartagena-act/0006.html
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“Mock-up Application forms” for environmental 
assessment of AAVs. (2021-)
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Updated statement of residual viruses in final 
gene-modified cell products(2020-)

• Requirements about Retroviral vectors and replication-competent virus are defined.

• Some requirements are eased. 

• Published as an official notification.
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Review under the Cartagena Act (2019-)

FY2019

(8 cases)

FY2020

(6 cases)

FY2021 

(8 cases)

Regulatory Review Time

Median
（Min-Max）

[months]

4.7
（2.6-6.6）

4.2
（3.6-6.3）

3.2
（0.9-4.3）

Total Time（Regulatory Review 

Time & Applicant Time）*

Median
（Min-Max）

[months]

*Reference Value

5.9
（3.2-9.9）

6.6
（5.1-10.5）

3.5
（0.9-4.9）

Except COVID-19 vector vaccines
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Number of Approved Type-1 Use GMOs by PMDA-
reviewed

Vector

FY

2014

FY

2015

FY

2016

FY

2017

FY

2018

FY

2019

FY

2020

FY

2021

AAV 3 2 4 5

AdV 1 1 2 3 3 4 2

HSV 1 1 1 1

other 1 1 1 2 2

J-BCH web site
https://www.biodic.go.jp/bch/lmo.html
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Thank you for your attention !


