Concerning the Application for Approval of Type 1 Use Regulations with regard to the genetically modified live vaccines, the production or circulation of which falls within the jurisdiction of the Minister of Agriculture, Forestry and Fisheries
I.
Objectives
With regard to microorganisms [referring to living organisms belonging to Fungi (except mushrooms), and living organisms belonging to Protista and Prokaryote, virus and viroid classifications; hereinafter the same shall apply] among living modified organisms, the production or circulation of which falls within the jurisdiction of the Ministry of Agriculture, Forestry and Fisheries, as well as with regard to veterinary drugs derived from these microorganisms and injected into animals’ bodies for the purpose of preventing infections in the animals (hereinafter referred to as “genetically modified live vaccine”), application for Approval of Type 1 Use Regulations under the provisions of Article 4 paragraph 2 of the Act on the Conservation and Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified Organisms (Act No.97 of 2003; hereinafter referred to as the “Act”) shall be in accordance with the matters and items specified in this notification in addition to those stipulated in the Regulations related to the Enforcement of the Act on the Conservation and Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified Organisms (Ministerial Ordinance No.1 of 2003 from the Ministry of Finance; the Ministry of Education, Culture, Sports, Science and Technology; the Ministry of Health, Labour and Welfare; the Ministry of Agriculture, Forestry and Fisheries; the Ministry of Economy, Trade and Industry; and the Ministry of the Environment; hereinafter referred to as "Regulations related to the Enforcement of the Act"), the Ministerial Notification No.1 from the Ministry of Finance; the Ministry of Education, Culture, Sports, Science and Technology; the Ministry of Health, Labour and Welfare; the Ministry of Agriculture, Forestry and Fisheries; the Ministry of Economy, Trade and Industry; and the Ministry of the Environment, dated November 21, 2003 (Basic Matters under the Provisions of Article 3 of the Act on the Conservation and Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified Organisms; hereinafter referred to as "Basic Matters") and the Ministerial Notification No.2 from the Ministry of Finance; the Ministry of Education, Culture, Sports, Science and Technology; the Ministry of Health, Labour and Welfare; the Ministry of Agriculture, Forestry and Fisheries; the Ministry of Economy, Trade and Industry; and the Ministry of the Environment, dated November 21, 2003 (The Guidance of Implementation of Assessment of Adverse Effect on Biological Diversity of Type 1 Use of Living Modified Organisms; hereinafter referred to as "Implementation Guidance"). 
Since use of genetically modified live vaccines should be in compliance with the Pharmaceutical Affairs Act (Act No.145 of 1960), some documents required pursuant to the said Act shall also be submitted. 

The matters and items mentioned herein shall be reviewed as occasion demands, with future amplification of scientific knowledge on the adverse effects on biological diversity caused by Type 1 Use of living modified organisms and/or international trends concerning the assessment or control of the adverse effects of living modified organisms on biological diversity taken into account.

II.
Matters and items concerning the procedures for Application for Approval of Type 1 Use Regulations

1.
Destination of submission of an application and other documents
The destination of an application and other documents stipulated in the provisions of Article 41 paragraph 1 of the Regulations related to the Enforcement of the Act shall be Plant Products Safety Division, Food Safety and Consumer Affairs Bureau, the Ministry of Agriculture, Forestry and Fisheries.  In addition, any electromagnetic records holding the contents of the application and other documents, if available, shall be submitted together with the written application and other documents.
2.   Hearing by academic experts

When hearing the opinions pursuant to Article 4 paragraph 4 of the Act about the documents submitted, a review board (hereinafter referred to as the “review board”) shall be set up, comprising persons with special knowledge and experience who are listed in the register of names of experts prepared and announced under the provisions of Article 10 of the Regulations related to the Enforcement of the Act (hereinafter referred to as “Experts”). 

This review board shall be convened by the Chairperson of the Pharmaceutical Affairs and Food Sanitation Council’s Subcommittee of Pharmaceutical Affairs.

3
Explanation by an applicant of an application and other documents
The review board described in 2 above shall ask a person who wishes to file an Application for Approval of Type 1 Use Regulation (hereinafter referred to as Applicant) as necessary to explain his/her application and other documents and answer any questions from Experts. 
4.
Normal processing period 

The normal processing period from submission of an application and other documents to the Minister of Agriculture, Forestry and Fisheries and the Minister of the Environment through to the approval granted under the provisions of Article 4 paragraph 5 of the Act, the instruction provided under the provisions of Article 5 paragraph 1 of the Act, or the rejection given under the provisions of Article 5 paragraph 3 of the Act (including the mutatis mutandis application stipulated in Article 9 paragraph 4 of the Act) shall be six (6) months.  However, this normal processing period precludes the period of time required for Applicant to amend any inadequacy in the submitted application and other documents and/or the period of time required for Applicant to submit any additional information or documents instructed based on the consultation with Experts. 

5
Inquiry about the scope of living organism and technology covered by the Act

If applicant is hard to determine whether or not the genetically modified live vaccines pertaining to Application for Approval of Type 1 Use Regulation fall under the cells or viruses stipulated in Article 1 of the Regulations related to the Enforcement of the Act and whether or not the technologies used to obtain the genetically modified live vaccines fall under the technologies stipulated in Article 2 and 3 of the Regulations related to the Enforcement of the Act, and/or he/she wishes to inquire about some matters regarding Application, he/she shall consult with the Plant Products Safety Division, Food Safety and Consumer Affairs Bureau, the Ministry of Agriculture, Forestry and Fisheries.

III.
Matters concerning the contents of an application and other documents 

1
Matters and items concerning the Report on the Assessment of Adverse Effects on Biological Diversity

(1) Information collection and items to be included in the Assessment Report

When formulating the Report on the Assessment of Adverse Effects on Biological Diversity stipulated in Article 4 paragraph 2 of the Act (hereinafter referred to as the “Assessment Report”), the specific details of information in Attached Table 1 and the specific method of information collection in Attached Table 4-1 shall be entered in the right column of Attached Table 1 which corresponds to the section in the left column. However, where there is a rational reason for not using part of the information in the right column of the Table, such information need not be collected. 

Information collection under Attached Table 1 of the Implementation Guidance and III-1-(2) of this document shall be conducted appropriately based on scientific knowledge. Documents listing sample materials, procedures, results and interpretations of individual analyses and studies shall be attached to the Assessment Report. 

(2) Information required to be further collected and the method of listing such information 

If any wildlife deemed likely to be affected is identified in the process of implementing the assessment in accordance with the Procedures for Assessment of Adverse Effects on Biological Diversity stipulated in Attached Table 3 of the Implementation Guidance, scientific information concerning the adverse effects shall be collected by conducting experiments on reaction of the individuals of the wildlife and by collecting information on the places or periods of time of living or growth of said wildlife, in addition to the information stipulated in Table 1 of the Implementation Guidance. Based on the information, assessment shall be conducted and the result of the assessment shall be submitted in conjunction (for example, where assessment of details of adverse effect regarding the productivity of harmful substances is to be conducted, bioassay and/or other tests shall be implemented as required using the wildlife identified as likely to be affected).
Furthermore, in cases where genetically modified live vaccines may be passed into the environment via inoculated animals (referring to the animals injected with genetically modified live vaccines; hereinafter the same shall apply), the following information concerning the behavior of genetically modified vaccines is necessary for the assessment of adverse effects on biological diversity. Thus, information under the conditions that are similar to natural conditions in Japan shall be collected and if necessary, information obtained from simulated environment tests (referring to Type 1 Use in facilities meeting the requirements listed in Attached Table 2; hereinafter the same shall apply) shall be collected. 

  (i) Information concerning the withdrawal of genetically modified live vaccines in the body of inoculated animals;

  (ii) Information concerning the dispersion of genetically modified live vaccines into the environment from the body, excretory substances, blood/body fluids or eggs of inoculated animals;

  (iii) Information concerning the possibility of vertical infection of genetically modified live vaccines in inoculated animals; 

  (iv) Information concerning the possibility of transmission to wild plants and animals; and 

  (v) Other necessary information.

With respect to specific method of entering the information specified from (i) through (v), the section “(7) Information concerning the behavior of genetically modified vaccines” shall be added to Implementation Guideline I-(3) and the information from (i) through (v) shall be entered into the relevant section.

2. Matters and items to be included in the application form for the Approval of Type 1 Use Regulations 

(1) Name of the type of living modified organisms, etc.

When giving the “name of the type of living modified organisms, etc.”, an applicant shall decide a proper name which can be clearly discerned from other genetically modified live vaccines by including information on the donor organism(s), donor nucleic acid and modified microorganism, as well as the internationally recognized name of the introduced gene and the scientific name of the recipient organism, etc.  If there is an identification number given by the developer or an internationally standardized identification number, such number shall be added. The name shall be listed in the relevant section of the application form for the Approval of Type I Use stipulated in Article 7 of the Regulations related to the Enforcement of the Act (hereinafter referred to as the “Application Form”). 

The aforementioned scientific names of the transferred gene and recipient organism, and identification numbers of living modified organisms shall be listed in the brackets; for instance, “Derived from … virus, …gene transfer, ….virus, ….strain (scientific names of the transferred gene and recipient organism, etc.) (identification number).”
Documents published by the International Committee on Taxonomy of Viruses (ICTV) shall be referred to list the name of the concerned gene and scientific name of recipient organism.
(2) Content of Type I Use of Living Modified Organisms

In the case of Type I Use of genetically modified live vaccines under routine vaccination conditions, the use of the concerned genetically modified live vaccine shall be solely for the purpose of preventing infections in animals and it is necessary to consider compliance with the laws and regulations related to the Pharmaceutical Affairs Act, etc. Thus, an applicant shall list in the relevant sections of the Application Form the actions corresponding to any of following items from (i) to (vii), as the “Content of Type I Use of Living Modified Organisms”.

  (i) Transportation and storage (including transportation and storage of animals inoculated with the viable, modified live vaccine);

  (ii) In cases falling under the category of a study to collect data on clinical research, which must be submitted pursuant to Article 14 paragraph 3 of the Pharmaceutical Affairs Act (hereinafter referred to as the “clinical trial”), such use shall be in accordance with a Clinical Trial Plan Notification to be submitted pursuant to Article 80-2, paragraph 2 of the said Act and a Clinical Trial Protocol prepared according to Article 7 of the Ministerial Ordinance for good clinical practices in new veterinary drugs (No. 75 of 1997 Ordinance of the Ministry of Agriculture, Forestry and Fishery); 

  (iii) Any use shall be in accordance with the application for approval as specified by Article 14, paragraph 1 of the Pharmaceutical Affairs Act [except operations corresponding to (iv)];

(iv) Vaccination;

(v) Disposal of devices and residues after inoculation in accordance with the standards for disposal of infectious industrial waste provided for in Article 12-2 of the Waste Disposal and Public Cleansing Act (Act No. 137 of 1970);

(vi) Disposal excluding those in (v) (including cases that accompany the disposal of inoculated animals carrying the viable modified live vaccine); and 

(vii) Acts incidental to (i) to (vi).

Furthermore, if there is a possibility that meat, milk and other products of inoculated animals will be consumed as food, the inoculated animals shall be specified. Any case with no possibility of human consumption shall be mentioned. 

3   Matters concerning attached documents 

(1) Plan of Emergency Measure 

Applicant shall have established proper measures in advance, which are useful for efficient prevention of Adverse Effect on Biological Diversity, which he/she could take within his/her ability in cases when Adverse Effect on Biological Diversity is feared to arise due to Type 1 Use concerning the application (hereinafter referred to as “Emergency Measure”).  Then Applicant shall draw up a plan including the matters and items (hereinafter referred to as “Plan of Emergency Measure”) and attach it to the application form.   

(i)
Implementation system and a responsible person
(ii)
Methods for identifying the status of Type 1 Use pertaining to the Application [excluding the simulated environmental tests stipulated in III-4-(2)]
(iii)
Methods to inform a person who makes Type 1 Use pertaining to the Application about concrete details of Emergency Measure to be taken 

(iv)
Concrete details of measures for inactivation of genetically modified live vaccines pertaining to the Application or taking the containment measures and continuing the use of the living modified organisms pertaining to the Application (only when the containment measures to be taken have been established in advance in accordance with the Act)

(v)
Methods for contact with the Minister of Agriculture, Forestry and Fisheries and the Minister of the Environment
(vi)
Other necessary information
With respect to (iv), specific measures for inactivation taken according to the condition of the genetically modified live vaccine shall be described.
(2) Monitoring Plan 

(i)
Cases requiring the Monitoring Plan
In any of (a) or (b) cases listed below, Applicant shall draw up a plan for monitoring (referring to the investigations on the presence or absence of adverse effects of Type 1 Use pertaining to the Application on wildlife and concrete details of adverse effects, if present; the same applies to the rest of this Notification) (hereinafter referred to as “Monitoring Plan”) and attach it to the Application Form  
Even in cases that do not fall under the following (a) or (b), if experts, together with specific assessment items, advise the necessity of monitoring in the process of application reviews, the Applicant shall draw up a monitoring plan and attach it to the Application Form.

(a)
Cases where Adverse Effect on Biological Diversity is to be prevented by regulating the methods of Type 1 Use pertaining to the Application 

(b)
Cases where Applicant has decided to implement Monitoring by himself/herself to prevent Adverse Effect on Biological Diversity caused by Type 1 Use pertaining to the Application.

(ii) 
Matters and items to be mentioned in Monitoring Plan
Monitoring Plan shall include the matters and items listed below.

(a)
Implementation system and a responsible person

(b)
The name of the type of wild animals and wild plants subject to Monitoring

(c)
Places subject to Monitoring and the living or growth conditions of the wild animals and wild plants concerned in the places 

(d)
Periods of time of Monitoring 

(e)
Monitoring methods, eg. time of implementation, frequency, and etc. 

(f)
Methods of analysis of the result of Monitoring
(g)
Methods for reporting the result to the Minister of Agriculture, Forestry and Fisheries and the Minister of the Environment
(h)
Other necessary matters and items

4. Matters related to the application for simulated environment test

(1) Use in a similar environment to the one in which Type 1 Use is intended 

In the case of Type 1 Use of genetically modified live vaccines, for which a good deal of findings have been acquired on the characteristics based on the results of use in laboratories or use under natural conditions in foreign countries but for which the characteristics when used in ordinary inoculation conditions in Japan have not yet been clarified from the scientific point of view, information shall be collected pertaining to use in a similar environment to that in which Type 1 Use stipulated in Basic Matters 1-1-(1)-(a)-iv is intended and the characteristics shall be clarified when those genetically modified live vaccines are used under ordinary conditions in Japan. 

The said information collection shall be carried out by simulated environment tests.

(2) Application for simulated environment test

With respect to application for simulated environment test, “inoculation to animals in simulated environment test (with respect to “animals,” all animals subject to inoculation shall be listed), storage, transportation, disposal and acts incidental to these” shall be entered in the section of “Content of the Type 1 Use of Living Modified Organism” in the Application Form, and concrete details of the facilities concerned and the working procedures shall be mentioned in the section of “Method of Type 1 Use of Living Modified Organism” in the said form.

IV.
Matters concerning Organization of the Implementation System for Type 1 Use

1
Setup of a committee
A person, who intends to obtain Approval of Type 1 Use Regulation with any limited methods of Type 1 Use, shall endeavor to set up a committee to discuss the matters concerning prevention of Adverse Effect on Biological Diversity caused by Type 1 Use pertaining to the Application in accordance with the provisions of II-2 of Basic Matters (hereinafter referred to as “Committee”), and he/she shall submit the register of names of committee members in conjunction with the application and other documents when the Committee is set up.

2.
Composition of Committee 

The Committee described in the above 1 shall endeavor to select the members among those listed below.  In addition, when Applicant is a corporation, it is preferably whenever possible that members are selected from other than those who belong to the corporation.
(1)
Persons with special knowledge and expertise concerning the characteristics of the genetically modified live vaccines pertaining to the application
(2)
Persons with special knowledge and expertise concerning the actual conditions of Type 1 Use including use, breeding, and transportation of the genetically modified live vaccines pertaining to the application 

(3)
Persons with special knowledge and expertise concerning the wild animals and wild plants likely to be affected by Type 1 Use pertaining to the application and concerning the ecological systems 

(4)
Persons in charge of management of the places where Type 1 Use pertaining to the application is implemented
3.
Matters to be considered at Committee
Committee considers the matters listed below.

(1)
Method of Type 1 Use pertaining to the application
(2)
Content of Monitoring Plan
(3)
Content of Plan of Emergency Measure
(4)
Judgment whether or not there is the likelihood of Adverse Effect on Biological Diversity
(5)
Method of educational training for persons making Type 1 Use pertaining to the application
(6)
Other matters concerning prevention of Adverse Effect on Biological Diversity due to Type 1 Use pertaining to the application

4.
Designation of a management representative and a management supervisor
A person, who wishes to obtain Approval of Type 1 Use Regulation under limited method of Type 1 Use shall act to perform the roles listed below; he/she shall have a thorough knowledge of the laws and regulations concerning the use of genetically modified live vaccines, he/she shall designate a management representative and a management supervisor who assists the management representative from those who have experience in Type 1 Use of genetically modified live vaccines, and he/she shall assign these positions to every establishment performing simulated environmental tests and the major business establishment in the cases other than Type 1 Use mentioned on the above.

(1)
Implement educational training for persons who are engaged in Type 1 Use pertaining to the application.
(2)
Conduct monitoring in accordance with a Monitoring Plan, if established.
(3)
Take Emergency Response Measures in accordance with The Plan of Emergency Measure if Adverse Effect on Biological Diversity is feared to arise.

(4)
Perform the maintenance on the facilities, if any, for prevention of Adverse Effect on Biological Diversity caused by Type 1 Use pertaining to the application. 

(5)
Record the progress of Type 1 Use in the case of simulated environmental tests and maintain the records.

(6)
Verify that Information on Correct Use is correctly provided to any person who receives transfer or supply of genetically modified live vaccines pertaining to the application or who receives entrustment to make Type 1 Use in cases of Type 1 Use other than that in simulated environmental tests and where Information on Correct Use is stipulated.
Attached Table 1 (Related to III-1-(1) (Information Collection and Items to be Included in Assessment Report)
	Items included in Table 1 attached to the Implementation Guidance 
	Concrete details of the information and concrete method for describing information in Assessment Report

	1
Information concerning a recipient organism or the species to which the recipient organism belongs
	

	(1)
Taxonomical position and state of distribution in natural environment
	(i) Taxonomic status, scientific name (genus and species), and name of strain [documents issued by the International Committee on Taxonomy of Viruses:(ICTV) shall be referred to for scientific name]
(ii) If obtained from a public microorganism collection center, the name of the center, strain number and date of receipt;

(iii) In cases other than (ii), items verifying the identification (points that are the same as or different from species already recognized by a scientific name and the reasons, place of deposit and storage number of the strain for separation and type of strain produced from it, etc.

(vi) Details of the genetic modification used to induce the recipient organism [Lineage from wild strain to recipient strain intended for use, as well as added characteristics and operations taken to transfer such characteristics (for example, induced mutation by ultraviolet irradiation, zygotic effects,etc.) shall be listed. However, with respect to those already listed in other documents, etc, lineage may be replaced by the relevant document and only the modified genetic characteristics need be entered. With respect to those newly induced from a strain already listed in other documents, their derivation from the strain shall be described.]
(v) If a wild strain is used as a recipient organism, distribution in the natural environment shall be described and related documents shall be attached if necessary. 

	(2)
History and present state of Use
	If a strain used as a recipient organism has a history of industrial use, the details and duration of such use shall be given and related documents shall be attached if necessary. 

In particular, if there is a history of use as a live vaccine, the problems associated with such use shall be listed.


	(3)
Physiological and ecological (biological) properties
	For the following items (a) through (g) in (3) of the left column, physiological and biological characteristics shall be mentioned whenever possible under similar natural conditions as those in Japan.

	(a)
Basic properties
	Describe the biological properties of the recipient organism and infectiveness of recipient to animals, including humans.

	(b)
Environmental conditions allowing inhabiting or growth (reproduction)
	Environmental conditions that allow reproduction (temperature, anaerobic factors, aerobic factors, nutrition conditions, fertile tissues of animals, etc.) 

	(c)
Predacity or parasitism
	-

	(d)
Mode of propagation or reproduction
	The following points shall be entered with respect to the mode of propagation and genetic properties of the recipient organism:

(i) Details of the genetic modification used to induce the recipient organism [Lineage from wild strain to recipient strain intended for use, as well as added characteristics and operations taken to transfer such characteristics (for example, induced mutation by ultraviolet irradiation, zygotic effects, etc.) shall be listed. However, with respect to those already listed in other documents, etc, lineage may be replaced by the relevant document and only the modified genetic characteristics need be entered. With respect to those newly induced from a strain already listed in other documents, their derivation from the strain shall be described.]
(ii) Viability or reproductive capacity (with respect to viability or reproductive capacity, reproductive temperature range,   reproductive speed, auxotrophy, drug susceptibility, etc. shall be entered and related documents shall be attached when necessary).

(iii) Mode of reproduction and crossability (mode of reproduction such as reproduction cycle shall be entered as best as known, as well as crossability between related or homogeneous strains. If there is crossability, the scope and frequency of crossability shall be described as best as known).

	(e)
Pathogenicity
	The following points shall be entered with respect to the pathogenicity of the recipient organism (including carcinogenicity; hereinafter the same shall apply to (i) and (iii) in this column):

(i) Pathogenicity (if there are records or reports on pathogenicity in wild animals and plants, related documents shall be attached. If pathogenic tests have been conducted, the results shall be given.)

(ii) Existence of a virus or plasmid associated with pathogenicity.

(iii)Content of pathogenicity and methods of prevention and treatment (if there is pathogenicity in wild animals and plants, the name of the disease, an outline of the symptoms and the presence and details of the method of diagnosis, preventive measures and treatment shall be described. Anything that survives as a latent infection without causing disease shall be mentioned. If any organism that may be infected is identified, the range of such organism shall be provided.)

	(f)
Production of harmful substances
	Existence/nonexistence of production, such as biologically active substances that may adversely affect wild animals and plants, shall be mentioned. If the existence of the relevant substances is known, the names, activity and the levels of toxicity of such substances shall also be listed. In addition, major physiological properties, such as productivity of antibiotics, shall be entered, and related documents shall be attached when necessary. 

	(g)
Other information
	Type of animals known to be infected or contagious and the infectiveness or contagiousness (mode of infection, level of infectiveness, etc.) shall be entered, as well as other matters that need to be considered other than those listed in the right column corresponding to the left column (3)-(a) through (f) (such as excretion, infectiveness by cohabitation, etc.)

	2
Information concerning preparation of living modified organisms
	

	(1)
Information concerning donor nucleic acid
	With respect to items (1)-(a) and (b) in the left column shall be listed and organized in accordance with the right column. Here,donor nucleic acid means that the sequences of elements inserted into vectors.

	(a)
Composition and origins of component elements
	(i)
Origins, the number of base pairs, and nucleotide sequences of component elements of donor nucleic acid including target gene, gene regulatory region, localization signal, and selectable marker [shall be described in the order of sequence by expression cassette (referring to a combination of one target gene or one selectable marker and promoter, terminator, and/or localization signal which regulates the target gene or selectable marker).  Shall be described as Others if not belonging to any expression cassette.  The nucleotide sequence may be substituted by registration number or other access method if registered in open databases such as GenBank, DNA Data Bank of Japan, and European Molecular Biology Laboratory Nucleotide Sequence Database.
(ii)
With respect to composition, the restriction enzyme map and the number of base pairs shall be entered when necessary. Procedures taken before obtaining the said composition shall also be described (method of preparation, introduction methods for mutation, such as defection, replacement, etc.)

	(b)
Functions of component elements
	(i)
Functions of component elements of donor nucleic acid, including target gene, gene regulatory region, localization signal, and selectable marker
(ii)
Functions of proteins produced by the expression of target gene and selectable markers, and the fact, if applicable, that the produced protein is homologous with any protein which is known to possess any allergenicity (excluding the allergenicity as food)

(iii) Whether nor not the metabolic system of recipient organism is changed. If a change is made, details of such a change.

	(2)
Information concerning vector
	With respect to items (2)-(a) and (b) in the left column, shall be listed and organized in accordance with the right column. Here,vectors means that vectors without donar nucleic acid.

	(a)
Name and origin
	The name of the vector and the taxonomic status of the original organism shall be listed.

	(b)
Properties
	(i)
The number of base pairs and nucleotide sequence of vector

(ii)
Presence or absence of nucleotide sequence having specific functions, and the functions (which may be substituted by the registration number and/or other access method if registered in open database such as GenBank, DNA Data Bank of Japan, and European Molecular Biology Laboratory Nucleotide Sequence Database) 

(iii)
Presence or absence of infectious characteristics of vector and the information concerning the region of recipient organism if the infectivity of vector is found present
(iv) If a new vector is developed through modification or refinement of a known vector, documents concerning the vector without modification or refinement shall be attached, and provide a specific explanation on the method of modification and refinement.

(v)
Properties of the original organism of a vector shall also be listed when necessary.

	(3)
Method of preparing living modified organisms
	With regard to the process from the insertion of a donor nucleic acid into a vector to the production of living modified organisms, items from (a) to (c) of the left column (3) shall be listed and organized in accordance with the right column. 

	(a)
Structure of the entire nucleic acid transferred in the recipient organism
	(i)
Location and direction of component elements of donor nucleic acid in vector, and the diagram of restriction sites

(ii)
The method of insertion of the donor nucleic acid into the vector shall be described, and its main points shall be illustrated.

	(b)
Method of transferring nucleic acid transferred in the recipient organism
	Name of method of transferring nucleic acid such as Agrobacterium method, electroporation, and particle gun bombardment, and its main points shall be illustrated.

	(c)
Processes of breeding of living modified organisms
	The outline of the process of preparing a raw strain of genetically modified live vaccine (method of selecting the living modified organism and the subsequent breeding process and establishment of a cell bank) shall be described and its main points shall be illustrated when necessary.


	(4)
State of existence of nucleic acid transferred in cells (within the recipient’s body) and stability of expression of traits caused by the nucleic acid
	i) Whether the target gene has been integrated into the chromosome or into the plasmid of a recipient.
ii) Stability of integrated nucleic acid through multiple generations..

iii) With regard to the expression of target genes in animals, the difference among individuals and stability of expression against changes in culture condition.

iv) If there is a risk of transfer of the target gene to organisms other than a recipient organism due, for example, to an infection of a specific phage, test results concerning the transfer shall be provided, as well as the mode of expression of the target gene as best as known.

	(5)
Methods of detection and identification of living modified organisms and their sensitivity and reliability
	Qualitative methods for detection and identification of living modified organisms, such as identification of replication product of transferred nucleic acid and neighboring nucleic acids, and their sensitivity and reliability 

	(6)
Difference from the recipient organism or the taxonomical species to which the recipient organism belongs
	i) Differences in the following properties between a living modified organism and the recipient organism used for preparing the modified organism or the species to which the recipient organism belongs shall be described.
a) Mode of reproduction (including the possibility of generation of viremia and new infectious viruses) and genetic properties
b) Pathogenicity (including carcinogenicity)
c) Infectivity (including tissue tropism and sustained infectiveness)
d) Possibility of activation of endogenous viruses and endowment of pathogenicity
e) Amount of dispersion into the natural environment when extracted from inoculated animals
f) Survival capacity
g) Cohabitation infection
h) Productivity of toxic substances
i) Other physiological differences
ii) If there are characteristics that help discern the differences between living modified organisms and the recipient organism, such as colony formation and chromogenicity, they shall be added.

	3
Information concerning the Use of living modified organisms
	

	(1)
Content of the Use
	The same matters shall be described as written in the section of Content of the Type 1 Use of Living Modified Organism in the Application for Approval of Type 1 Use Regulation.

	(2)
Method of the Use
	The same matters shall be described as written in the section of Methods of Type 1 Use in the Application for Approval of Type 1 Use Regulation, and in the application for confined field tests, the map showing the location of the isolated field  and facilities concerned and the layout of the test plots in the isolated field, equipments and facilities shall be attached.


	(3)
Method of collecting information by person who wishes to obtain approval after the start of Type 1 Use
	When Monitoring Plan has been drawn up, the statement "Refer to Monitoring Plan" shall be included.

	(4)
Emergency Measure which should be taken to prevent Adverse Effects on Biological Diversity in case Adverse Effects on Biological Diversity could arise
	The statement "Refer to Plan of Emergency Measure" shall be included.

	(5)
The results of Use in laboratory or Use in similar environment to the environment in which Type 1 Use is intended
	Information, if any, other than the information required to include in the section 2-(6) of the left column, “Difference from the recipient organism or the taxonomical species to which the recipient organism belongs”, and to be considered as referenced in the Assessment of Adverse Effect on Biological Diversity, shall be additionally described.

	(6)
Information obtained from Use abroad
	Scientific information, if any, used in the Assessment of Adverse Effect on Biological Diversity in foreign countries, the result of Assessment, and any measures available for prevention of adverse effects shall be described, and the documents submitted for the Assessment shall be attached as necessary.  In addition, the state of Type 1 Use in the foreign countries shall be described, and also the literature, if any, which evaluates the results of Type 1 Use in foreign countries from the viewpoint of Adverse Effect on Biological Diversity shall be attached.


Attached Table 2 (Related to III-4-(2) Requirements for facilities related to simulated environment test)

1. The following equipment and facilities shall be installed:

  (1) Facilities to prevent escape, in accordance with the inherent habits of inoculated animals, facilities to stop entry of wild animals and facilities to prevent trespassing of unauthorized persons shall be installed in the zone where inoculated animals are kept and raised (hereinafter referred to as “controlled zone”).

  (2) A sign shall be posted in a visible site in the controlled zone. Such a sign shall contain the information that a simulated environment test is under way, that genetically modified live vaccines are in use, that the place is off limits to unauthorized persons, that the names of the management supervisors who have been appointed pursuant to IV-4 of this document. 

   (3) Facilities to clean the machines, the equipment used in the controlled zone and the shoes worn by the staff engaged in work in the controlled zone and facilities to prevent genetically modified live vaccines from being accidentally taken off the premises of the controlled zone.

   (4) Facilities to appropriately store genetically modified live vaccines. A sign posted in a visible site with the message “Genetically Modified Live Vaccines (simulated environment test) in Storage”

   (5) Facilities to inactivate, burn and disinfect genetically modified live vaccines or their remains and wastes associated with inoculated animals (including dead inoculated animals and products)

2. Work guidelines shall be developed to comply with the following items:

   (1) Measures to prevent genetically modified live vaccines from coming into direct contact with humans;

   (2) Measures to clean the machines, the equipment used in the controlled zone and the shoes used in the controlled zone, to wear a specific work uniform in the controlled zone, to disinfect work uniforms, to prevent genetically modified live vaccines from being accidentally taken off the premises of the controlled zone;

   (3) Measures to deny unauthorized persons access to the controlled zone;

   (4) Measures to inactivate remains associated with genetically modified live vaccines. Wastes related to inoculated animals shall be treated by, for example, disinfecting or burning them whenever necessary;

   (5) Genetically modified live vaccines shall be stored in a storage facility with a message indicating the presence of genetically modified live vaccines. A catalogue of stored items, including genetically modified live vaccines, shall be prepared and stored; 

   (6) When transporting a genetically modified live vaccine or its remains, measures shall be taken to prevent leakage, for example, by putting it in a container with sufficient strength and sealing it off. A “Handle with Care” message in red shall be prominently displayed on the container. When transporting inoculated animals out of the controlled zone, measures shall be taken to prevent runaways in accordance with the inherent habits of the animals;

   (7) Measures to prevent inoculated animals from running away;

   (8) Keep the controlled zone clean, minimize the raising and management of animals that are not related to use of the concerned genetically modified vaccines in the controlled zone and its vicinity. It is desirable to discern individual inoculated animals. If it is difficult to do so, animals shall be kept grouped; 

   (9) With respect to facilities/equipment related to the use of genetically modified live vaccines and raising facilities/equipment related to caring for inoculated animals, performance shall be checked immediately after the installation and periodically to confirm that the intrinsic performance potential of the said facilities/equipment is fully realized.

   (10) When conducting monitoring, state that “monitoring will be conducted in compliance with the attached monitoring protocol”
   (11) Secure measures established in accordance with III-3-(1) to be taken when there is a risk of adverse effects on biological diversity.







1

