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Japan’'s New Drug GMP

Regulationsfor Manufacturing Control and Quality Control of Drug and Quasi-drugs
(MHLW Ordinance No. 179 dated December 24, 2004)

In accordance with the provisions of Article 14, Paragraph 2, Item 4 (including cases where the provisions are
applied mutatis mutandis under Article 19-2, Paragraph 5) of the Pharmaceutical Affairs Law (Law No. 145,
1960), the whole text of the Regulations for Manufacturing Control and Quality Control of Drug and
Quasi-drugs (Ordinance of the Ministry of Health, Labor and Welfare No. 16, 1999) shall be amended as below.
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Supplementary Provisions

Chapter 1 General Provisons

(Objective)

Articlel ThisOrdinance shal state the standards which an Ordinance of the Ministry of Health, Labor and
Welfare is supposed to establish under the provisions of Article 14, Paragraph 2, Item 4 (including cases where
the provisions are gpplied mutates mutandis under Article 19-2, Paragraph 5) of the Pharmaceutical Affairs Law
(Law No. 145, 1960, hereinafter referred to asthe “Law”).

(Definitions)

Article2 Theterm “Product” used in this Ordinance means material (including a material manufactured during
an intermediate process which must undergo subsequent processing before afinal product is obtained ;
hereinafter referred to as an “ Intermediate Product”) which has undergone a manufacturing process a a
manufacturing site.

2. Theterm “Labeling and Packaging Materials’ used in this Ordinance mean containers, wrappers and labels
(including package inserts) of aProduct.

3. Theterm*“Lot” used in this Ordinance means a batch of Products manufactured so asto have auniform
quality during a series of manufacturing processes within amanufacturing period and raw materials (hereinafter
referred to asthe “ Products, Etc.”).
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4. Theterm“Control Unit” used in this Ordinance means a batch of Labeling and Packaging Materials which
are confirmed to have auniform quality.

5. Theterm“Validation” used in this Ordinance means acts of vaidating and documenting that anticipated
results yield from the buildings and facilities at amanufacturing site, as well as operating procedures, processing
and other methods of manufacturing control and quality control (hereinafter referred to asthe “ Operating
Procedures, Etc.”).

6. Theterm*Clean Area’ used in this Ordinance means, among the areas for performing manufacturing
operations (hereinafter referred to asa“Work Aread’), aplace for performing the weighing operations of raw
materials and the preparing operations of drugs, and a place where washed containers are exposed to the air in
the Work Area.

7. Theterm“Aseptic Area’ used in this Ordinance means, among the Work Areas, a place where drugs being
sterile and sterilized containers are exposed to the air in the Work Area, aplace for performing thefiling
operations of drugs and the sealing operations of containers, aswell as a place for performing aseptic operations
such as stevility tests, etc.

8. Theterm“Cdlular/Tissue Based Drug” used in this Ordinance means a drug composed of human or anima
cells or tissues (excluding human blood and drugs composed of ingredients manufactured from human blood).
9. Theterm “Donor” used in this Ordinance means an individual providing his’her cells or tissues as raw
materials of Cellular/Tissue Based Drugs (excluding cells or tissues derived from the human body in brain desth
as defined under Article 6, Paragraph 2 of the Law on Organ Transplantation (Law No. 104, 1997)).

10. Theterm “Donor Anima” used in this Ordinance means an anima providing its cells or tissues asthe
source materials of a Celular/Tissue Based Drug.

(Extent of Application)

Article3 A manufacturer/distributor of drugs (excluding in-vitro diagnostic drugs; the same hereinafter) and
quasi-drugs as defined under Article 14, Paragraph 1 of the Law, and adesignated manufacturer/distributor of
drugs and quasi-drugs, provided in Article 19-2, Paragraph 4 of the Law, shall require manufacturers and foreign
manufacturers as defined under Article 13-3, Paragraph 1 of the Law (hereinafter referred to asa“ Foreign
Manufacturer”) (hereinafter referred to collectively as a“ Manufacturer, Etc.”) to perform manufacturing control
and quality control at manufacturing sites, in accordance with the provisionsin chapter 2 or those applied
mutates mutandisin chapter 3.

2. Manufacturer, Etc. of drug or quasi-drug Products shall perform manufacturing control and qudity control of
aProduct at manufacturing sites as defined under in Article 96 of the Enforcement Rules of the Pharmaceutica
AffairsLaw (MHLW Ministerial Ordinance No. 1, 1961, hereinafter referred to as the “ Enforcement Rules’) in
accordance with the provisionsin chapter 2 or those gpplied mutates mutandisin chapter 3.

3. Manufacturer of drug or quasi-drug Products for export provided in Article 80, Paragraph 1 of the Law shall
perform manufacturing control and quality control of a Product at manufacturing sites of drugs and quasi-drugs
for export in accordance with the provisions in chapter 2 or those applied mutates mutandis in chapter 3.

Chapter 2 Manufacturing Control and Quality Control at Manufacturing Sites by Drug M anufacturer,
Etc.
Subchapter 1  General Rules

(Manufacturing Control Department and Quality Control Department)

Article4 Manufacturer, Etc. shdl put, at each manufacturing Site, an organizational department in charged of
manufacturing control (hereinafter referred to as“Manufacturing Control Department”) and an organizational
department in charge of quality control (hereinafter referred to as* Quality Control Department”) under the
supervision of adrug manufacturing manager as defined under Article 17, Paragraph 3 of the Law and aperson
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who administrates manufacturing of biological products (as defined under Article 2, Paragraph 9 of the Law) as
defined under Article 68-2, Paragraph 1 of the Law (for a Foreign Manufacturer, a person responsible at a
manufacturing site approved in accordance with Article 13-3, Paragraph 1 of the Law or apersonwhois
designated by the Foreign Manufacturer in advance) (hereinafter referred to collectively asa“Product Control
Manager”).

2. TheQuality Control Department shall be independent of the Manufacturing Control Department.

(Product Control Manager)
Article5 The Product Control Manager shall perform the following duties.

(1) To manage the duties relative to manufacturing control and quality control (hereinafter referred
to as “Manufacturing/Quality Control Duties’) and to administrate and supervise for appropriate and smooth
implementation of the duties.

(2) Incaseswhere adefect of aProduct is detected or otherwise thereisapossibility that quality of a
Product might be affected serioudly, to confirm that necessary actions have been taken promptly and monitor
their progress, and to direct to take necessary action such as improvement, if necessary.

2. A Manufacturer, Etc. shall make efforts for the effective performance of the duties assigned to the Product
Control Manager.

(Personnéel)

Article6 A Manufacturer, Etc. shall designate adequately a person responsible who is able to implement the
Manufacturing/Quality Control Duties appropriately and smoothly (hereinafter referred to asa“Responsible
Person™) according to the organization, the scale or kinds of services, etc. of amanufacturing site.

2. A Manufacturer, Etc. shall digtribute adequate number of Responsible Persons according to the organization,
the scale or kinds of services, etc. of amanufacturing site.

3. A Manufacturer, Etc. shdl secure a sufficient number of person(s) who are able to implement the
Manufacturing/Quality Control Duties appropriately.

4. A Manufacturer, Etc. shal establish adequately in writing the responsibilities and the administrative system
of personnel who arein charge of the Manufacturing/Quality Control Duties (including the Product Control
Manager and the Responsible Person).

(Product Master Formula)

Article7 A Manufacturer, Etc. shal prepare and maintain a product master formulafor each Product
(excluding the Intermediate Products; the same hereinafter in thisArticle) describing the following matters, at
each manufacturing site involved in the manufacture of the Product, and have the formula approved by the
Qudlity Control Department:

(1) Termsof the manufacturing/distributing approval;

(2) Termsof the standards established under Article 42, Paragraph 1 of the Law and other matters
related to quality under the law and regulations concerning pharmaceutica affairs or any administrative order
thereunder;

(3) Manufacturing procedures (excluding the terms set forth in (1));

(4) Incaseswhere Products intended for manufacture are drugs which are biologica products
(hereinafter referred to asa“Biologica Drug”), biologica preparations of Article 80, Paragraph 2, Item 3-A of
the Enforcement Order of the Law (Cabinet Order No. 11, 1961), drugs designated by the Minister of Hedlth,
Labor and Welfare, pursuant to the provisions of the Article 43, Paragraph 1 of the Law, drugs manufactured by
application of the gene recombinant technol ogy, drugs manufactured using drugs manufactured by application of
the gene recombinant technology, drugs manufactured by application of the incubation technology of human or
anima cells, drugs manufactured using drugs manufactured by application of the incubation technology of
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human or animal cdlls, or Cellular/Tissue Based Drugs (hereinafter referred to collectively as*“Biological Drugs,
Etc.”), the following matters.
A. Thename, essence, description, ingredients and their contents, and other specifications
of the substance obtained from humans, animals, plants or microorganisms as source materids;
B. Specifications of animalsto be used in manufacturing or in testing and inspection
(including methods of breeding and maintaining them) (including Donor Animals; hereinafter referred
toasan “Anima Used”).
(5) Other necessary matters.

(Operating Procedures, Etc.)
Article8 A Manufacturer, Etc. shal prepare and maintain, at each manufacturing site, a hygiene control
protocol; describing the sanitation and hygiene of the buildings and facilities, and of the personnel, and other
necessary matters.
2. A Manufacturer, Etc. shall prepare and maintain, a each manufacturing site, a manufacturing control
protocol describing storage of Products, etc., control of manufacturing processes and other necessary matters.
3. A Manufacturer, Etc. shdl prepare, at each manufacturing site, aquality control protocol describing
collecting method of samples, evaluating method of results of testing and inspection and other necessary matters,
and shall storeit.
4. A Manufacturer, Etc. shal prepare and maintain, in addition to those set forth in Paragraph 3 of thisArticle,
a each manufacturing site, the following written operating procedures (hereinafter referred to asthe * Operating
Procedures’) for the purpose of appropriate and smooth implementation of manufacturing control and quaity
control:

(1) Procedurefor control of distribution from a manufacturing site;

(2) Procedurefor Validation;

(3) Procedurefor control of changesinArticle 14;

(4) Procedurefor control of Deviation inArticle 15;

(5) Procedurefor information on quality, etc. and management of quality deficiency, etc.;

(6) Procedurefor product recals;

(7) Procedurefor self-ingpection;

(8) Procedurefor training;

(9) Procedure for management of documents and records;

(10) Other necessary proceduresfor gppropriate and smooth implementation of manufacturing
control and quality contral.
5. A Manufacturer, Etc. shall keep acopy of aproduct master formula, a hygiene control protocol, a
manufacturing control protocol, aquality control protocol and Operating Procedures (hereinafter referred to as
“Operating Procedures, Etc.”) at the manufacturing site.

(Buildings and Facilities)
Article9 Buildings and facilities of manufacturing sites of Products shall meet the following requirements:

(1) That they are cleaned and maintained appropriately in accordance with the Operating Procedures,
Etc., to be sterilized if necessary, and records of which are made and maintained;

(2) That they havefacilitiesfor disposa of poisonous gasesif used for Products, etc.

(3) InsidetheWork Aresas, work rooms shall be provided with structures and facilities for prevention
of contamination by dust or microorganisms corresponding to the type, dosage form and manufacturing process
of the Product, provided that this provision shal not apply so long as the same effects are obtained from the
functiondities of manufacturing facilities, etc.

(4) InsdetheWork Areas, work rooms for weighing operation of raw materials, filling operation or
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for sealing operation shall be constructed so as not to alow the passage of personnel other than those working in
thework room, provided that this provision shall not apply so long as there is no risk of contamination to Product
by personnel other than those working in the work room.

(5) When Products, Etc. which are easily dispersed and cause anaphylaxis in minute amounts, or
Products, Etc. which are suspected to have serious effects on other Products by cross-contamination are
manufactured, the work rooms for those Products shal be exclusively used for the operation, and an independent
air-treatment system shall beinstalled.

(6) That they havefacilitiesfor asupply of water (including water for washing facilities, devices and
containers) of the quality and quantity needed for manufacturing Products.

(Manufacturing Control)
Article10 A Manufacturer, Etc. shall require its Manufacturing Control Department to perform appropriately
thefollowing duties related to the manufacturing control in accordance with the Operating Procedures, Etc..

(1) To prepare and maintain a manufacturing protocol describing instructions, precautions and other
necessary matters during the manufacturing process;

(2) To manufacture the Products in accordance with the manufacturing protocol.

(3) To prepare and maintain records of manufacturing the Products by Lot (by the manufacturing
number in case of Products not congtituting a Lot; the same hereinafter);

(4) To confirm whether Labeling and Packaging Materials of Products are appropriate for each L ot,
to prepare and maintain records of the confirmation results;

(5) To store appropriately the Products, Etc. by Lot, and Labeling and Packaging Materids by
Control Unit, manage their receipt/release, and to prepare and maintain records thereof;

(6) To confirm cleanness of the buildings and facilities and to prepare and maintain records of the
results of confirmation;

(7) Tomaintain the sanitation and hygiene of personnel, to prepare and maintain records thereof;

(8) To perform periodical ingpection and maintenance of the buildings and facilities, to prepare and
maintain records thereof, and to perform appropriately calibration of meters, to prepare and maintain records
thereof;

(9) To confirm from records of manufacturing, storage, receipt/release, aswell asthose of hygiene
control that manufacturing control is properly performed, and to report the results of the confirmation in writing
to the Qudlity Control Department;

(10) Other duties necessary for manufacturing control.

(Quality Control)

Article1l A Manufacturer, Etc. shall have the Quality Control Department perform systematically and
appropriately the following duties related to the quality control in accordance with the Operating Procedures,
Etc..

(1) Tocollect samplesof the Products, Etc from each Lot, and those of Labeling and Packaging
Materias from each Control Unit, which are necessary for testing and inspection, and to prepare and maintain
records thereof;

(2) To perform testing and inspection of samples collected from each Lot or from each Control Unit
(including those performed in other testing and inspection facilities of the Manufacturer, Etc., or those performed
by other testing and ingpection organizationsin its account whenever such use is deemed not to cause any
problem), and prepare and maintain records thereof.

(3) To preserve samples, under proper conditions of storage, from each Lot of Products (only those
which are used to make a market release decision under Article 9, Paragraph 2 of the Ordinance on Standard for
Quadlity Control of Drug, Quasi-drugs, Cosmetics and Medicd Devices (Ordinance of the Ministry of Hedlth,
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Labor and Welfare N0.136, 2004); the same for Article 28, Paragraph 1), congtituting of at least twice the
quantity needed for al the required testing and inspection, for a period from the date of manufacturing equal to
the duration of use or the expiry date (hereinafter referred to as* Expiry Date”) plus one year (one month for
radiopharmaceuticals), provided that this provision shal not apply to Products not congtituting a L ot.

(4) To perform the periodical inspection and maintenance of the testing facilities and equipments, to
prepare and maintain records thereof, and to perform calibration of meters appropriately, to prepare and maintain
records thereof;

(5) To evauate results of testing and ingpection as defined in Item (2), and to report in writing to
the Manufacturing Control Department;

(6) Other duties necessary for quality control.

2. When the standards for manufacturing and quality control in an exporting country and the procedures to
evauate conformity with those standards are recognized to be equivalent to those in Japan, testing and inspection
asdefined in preceding Paragraph, Item (2) (excluding visud inspection), may be substituted for confirmation of
records of the testing and inspection performed by the Foreign Manufacturer of imported substancesin an
exporting country.  In this case Manufacturer shdl have the Qudity Control Department perform appropriately
thefollowing duties:

(1) To confirm periodicaly that the Products, Etc. are manufactured through proper manufacturing
procedures, etc.;

(2) To confirm periodicaly that manufacturing sites of the Foreign Manufacturer conform to
standards for manufacturing control and quality control in the country;

(3) To prepare confirmation records of preceding two Item and to maintain the records thereof;

(4) To confirm records of the testing and inspection performed by the Foreign Manufacturer for the
Product, to prepare and maintain confirmation records.

3. A Manufacturer, Etc. shdl have the Qudlity Control Department confirm, for each Lot, in accordance with
Operating Procedures, Etc., the confirmation results concerning manufacturing control reported by the
Manufacturing Control Department as defined in preceding Article 10, Item (9).

(Contral of Release from Manufacturing Site)

Article12 A Manufacturer, Etc. shall have the Quality Control Department evaluate appropriately results of
the manufacturing control and the quality control in accordance with Operating Procedures, Etc., and determine
whether or not to release Products from the manufacturing site.

2. Personsin charge of the duties of the preceding Paragraph shall be able to perform the duty appropriately
and smoothly.

3. A Manufacturer, Etc. shall ensure that the person(s) in charge of the duties under Paragraph 1 of thisArticle
perform them unhindered.

4. A Manufacturer, Etc. shal not release Products from the manufacturing site until adetermination is properly
made under Paragraph 1 of thisArticle.

(Validation)
Article13 A Manufacturer, Etc. shall have person(s), designated in advance, perform the following dutiesin
accordance with the Operating Procedures, Etc..
(1) To perform Validation in the following cases,
A.  When manufacturing of drugs commences at the manufacturing site;
B. When there are changes made in the manufacturing procedures, etc., which have a
significant impact on the quality of Product;
C. When Vdidation is considered necessary to perform properly the manufacturing
control and the quality control of aProduct.

-6-



KITAMURALAW [PROVISIONAL TRANSLATION]

(2) Toreport inwriting to the Quality Control Department the results of Vaidation.
2. A Manufacturer, Etc. shall take actionswhen it is found necessary to improve the manufacturing control and
the quality control from the results of the Validation in the preceding Paragraph, Item (1), and prepare and
maintain records of the actions taken.

(Contral of Changes)
Article14 When changes are to be made in the manufacturing procedures, etc. which may affect the quality of
Products, the Manufacturer, Etc. shall have person(s), designated in advance, perform the following dutiesin
accordance with the Operating Procedures, Etc.:

(1) To evauatethe effect of the changes on the quality of Products, to procure from the Qudlity
Control Department approval of the changes on the basis of such evaluation, and to prepare and maintain records
thereof;

(2) When the changes are made with approva of the Quality Control Department, to revise of the
related documents, to train personnel and to take al other necessary actions.

(Contral of Deviation)
Article15 When Deviation from the manufacturing procedures, etc. (hereinafter referred to as* Deviation”)
happened, the Manufacturer, Etc. shall have person(s), designated in advance, perform the following dutiesin
accordance with the Operating Procedures, Etc.:
(1) Torecord particulars of the Deviation;
(2) When aserious Deviation happened, to perform the following duties:
A. Toevauate effects of the Deviation on quality of Product, and to take necessary
actions;
B. To prepare and maintain records of evaluation of A. and actions taken, and to report
them in writing to the Quality Control Department;
C. Toreceive confirmation from the Quality Control Department of the report of the
evaluation and actions taken in accordance with the provision B.
2. A Manufacturer, Etc. shall have the Quality Control Department prepare and maintain confirmation records
under the preceding Paragraph, Item (2), C., and report them in writing to the Product Control Manager together
with the record as defined in B., appropriately in accordance with the Operating Procedures, Etc..

(Information on Quality, Etc. and Management of Quality Deficiency, Etc.)

Article16 When aManufacturer, Etc. receivesinformation on quality, etc. of a Product (hereinafter referred to
as“Quality Information™), the Manufacturer, Etc., shall have person(s), designated in advance, perform the
following dutiesin accordance with the Operating Procedures, Etc., unlessit is evident that the matter of the
Quadlity Information is not attributable to the manufacturing site:

(1) Toinvedtigate into the cause of the matter of the Quality Information and to take al necessary
actionswhen it is found necessary to improve the manufacturing control and quality control;

(2) To prepare and maintain records describing details of the Quality Information, result of the
investigation and improvement actions taken, and to report in writing to the Quality Control Department without
delay;

(3) To receive confirmation from the Quality Control Department of the report as defined in the
preceding Item.

2. When quality deficiency or arisk thereof isfound by the confirmation under the preceding Paragraph, Item
(3), the Manufacturer, Etc. shall have the Quality Control Department report the matter in writing to the Product
Control Manager in accordance with the Operating Procedures, Etc.
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(Recall)
Article17 A Manufacturer, Etc. shal, when taking arecall because of the quality, etc. of a Product, have
person(s), designated in advance, perform the following duties in accordance with the Operating Procedures,
Etc.:

(1) Incasewherethe Manufacturer, Etc. retainsthe recalled Products, to store them separately for a
certain period and to properly dispose of them thereafter;

(2) To prepare and maintain records of details of the recall, and to report in writing to the Qudity
Control Department and the Product Control Manager, unlessit is evident that the reason of the recall isnot
atributable to the manufacturing site.

(Sef-inspection)
Article18 A Manufacturer, Etc. shall have person(s), designated in advance, perform the following dutiesin
accordance with the Operating Procedures, Etc.:

(1) To perform aperiodic self-inspection over the manufacturing control and quality control of
Products at the manufacturing site;

(2) Toreport result of the self-ingpection in writing to the Product Control Manage;

(3) To prepare and maintain records of the self-inspection.
2. A Manufacturer, Etc. shall take actionswhen it is found necessary to improve the manufacturing control and
quality contral in light of the results of the self-inspection under the preceding Paragraph, Item (1), and prepare
and maintain records of the actions taken.

(Education and Training)
Article19 A Manufacturer, Etc. shall have person(s), designated in advance, perform the following dutiesin
accordance with the Operating Procedures, Etc.:

(1) To conduct systematically training of personnd engaged in the Manufacturing/Qudlity Control
Duties regarding the manufacturing control and quality control;

(2) Toreport the status of the training in writing to the Product Control Manager;

(3) To prepare and maintain records of the training.

(Control of Documentsand Records)
Article20 A Manufacturer, Etc. shall have person(s), designated in advance, perform the following duties
concerning documents and records as defined in this Ordinance in accordance with the Operating Procedures,
Etc.:

(1) To process approval, digtribution, storage, etc. of documentsin accordance with the Operating
Procedures, Etc., when they are prepared or revised;

(2) When Operating Procedures, Etc. are prepared or revised, to put the relevant date on the
Operating Procedures, Etc. and to maintain records of previousrevisions,

(3) To maintain documents and records under in this Ordinance for a period of five years (when the
Expiry Date of the Product to which the documents or records relate to plus one year islonger than five years, the
Expiry Date plus one yesar, except for records on training) from the date of the documents or records (for the
Operating Procedures, Etc., the date when they cease to be used).

Subchapter 2 Manufacturing Control and Quality Control of Active Pharmaceutical | ngredients
(Quality Control)

Article21l A Manufacturer, Etc. (only the Manufacturer, Etc. of Products related to active pharmaceutical
ingredients; the same in the next Article) shall, notwithstanding the provision of Article 11, Paragraph 1, Item (3),
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retain as reference samples from each Lot of the active pharmaceutical ingredient Product, at least twice the
quantity needed for al the required testing and inspection, for the following period from the date of
manufacturing, under proper conditions:

(1) Threeyearsfrom the date of completion of release of the Lot from the manufacturing site, for a
Product for which the re-testing date (a date established for necessary re-testing and re-inspection for a Product,
Etc. to determineif the Product, Etc. meets the relevant specifications after certain period from the date of
manufacture) instead of the Expiry Dateis set.

(2) Expiry date of the Product plus one year, for other Products than those as defined in the
preceding Item.

(Management of Documentsand Recor ds)

Article22 A Manufacturer, Etc. shal, notwithstanding the provision of Article 20, Item (3), maintain the
documents and records as defined in this Ordinance, of active pharmaceutical ingredient Products for the
duration of the Expiry Date of the Product plus one year (for three years for Products for which the re-testing
date has been established instead of the Expiry Date, from the completion of the release from the manufacturing
site of the Lot to which the document and record are related) from the date of the document or the record (for the
Operating Procedures, Etc., the date when they ceased to be used).

Subchapter 3 Manufacturing Control and Quality Control of Serile Drugs

(Buildings and Facilities of Manufacturing Site of Serile Drugs)

Article23 Thebuildings and facilities of a manufacturing site of aManufacturer as defined under the Article
26, Paragraph 1, Item (3) of the Enforcement Rules or of aForeign Manufacturer as defined under the Article 36,
Paragraph 1, Item (3) of the Enforcement Rules shal meet the following requirementsin addition to those
provided inArticle 9:

(1) InsdetheWork Areas, work rooms or working control areas (conssting of work rooms and
passages, etc., which are controlled so asto maintain aconsistent level of cleanness; the same hereinafter) shall
be equipped with adequate structures and facilities to maintain and control the degree of cleanness according to
the type, dosage form and manufacturing process of the Product related to a sterile drug;

(2) Work roomsfor the drying and sterilization operations of washed containers shall be used
exclusively for that purpose, provided that this provision shall not apply so long asthereisno risk of
contamination of washed containers;

(3) Work rooms shall meet the following requirements:

A. Tohavefacilities necessary to dry and store washed containers appropriately;

B. To have gterilizing equipment necessary to manufacture the Products related to a sterile
drug, according to itstype.

C. Areasfor performing aseptic operations shall be equipped with the structures and
facilities necessary to supply clean air processed through afilter and to perform appropriate pressure
differentid control;

D. WhenaProduct related to an injectable drug is manufactured, pipe arrangements, etc.
of those sections exposed to drug liquid which affect the guarantee of sterility shall be the facilities
which can be washed easily and can be sterilized.

(4) Work rooms and working control areasfor preparation, filling or sterilization operations
(excluding labeling and packaging operations) subsequent to preparation shal meet the following requirements:

A. To beseparated from the Work Areafor drugs other than sterile drugs;

B. Work roomsfor preparation and work rooms for filling or sealing operations shall be
used exclusively for their respective purpose.
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C. Tohavedressing roomsfor exclusive use by personnel engaged in operations under B.
(5) Facilitiesto supply ditilled water, etc. for manufacturing a Product related to sterile drug shall be
constructed so asto prevent contamination of distilled water, etc. by foreign matters or microorganisms.

(Manufacturing Control)

Article24 When aProduct related to a sterile drug is manufactured, a Manufacturer, Etc. shall have the
Manufacturing Control Department perform appropriately the following duties related to the manufacturing
control in accordance with the Operating Procedures, Etc., in addition to the duties defined under Article 10:

(1) Asforworking areas, to set appropriately the degree of control and control the working
environment such as cleanness, according to the type, dosage form, specific characters and manufacturing
process of the Product related to a sterile drug and details of operations performed in the areg;

(2) AstotheProduct, Etc. and Labeling and Packaging Materials, to set appropriately necessary
control items such as the number of microorganisms, etc., and control them according to the type, dosage form,
specific characters and manufacturing process of the Product related to a sterile drug;

(3) Inmanufacturing process, to take actions necessary to prevent contamination of the Product, Etc.
and the Labeling and Packaging Materials by microorganisms, €tc.;

(4) Astotheprocess, etc. which isimportant to guarantee the aseptic nature of the Product, to set
and control appropriately control parameters necessary for process control, according to the type, dosage form,
specific characters and manufacturing process of the sterile drug Product;

(5) Astothe manufacturing water, to set and control appropriately control parameters on needed
microbiological items and physicochemica items, according to its use;

(6) To perform the following duties related to the sanitation and hygiene of personnel.

A. Toredtrict as much as possible the access of personnel other than those who are
engaged in manufacturing to the Work Areg;

B. Toestablish adtrict procedure to prevent contamination by personne who are engaged
in operations related to processing of animal tissue raw materials and cultivation of microorganisms,
etc. (excluding those used in the same manufacturing process as raw materias, etc.), and not to alow
their access to the working area of the sterile drug Product except in full compliance therewith;

C. Toredtrict as much as possible the access personnd to the Clean Areaor the Aseptic
Areawhere actua operations are carried out.

(7) To perform the following duties rel ated to the sanitation and hygiene of personnel working in the
Clean Areaor inthe Aseptic Area:

A. When personnel who are engaged in manufacturing enter the Clean Areaor the
Aseptic Area, to have them change their clothes, etc. appropriately, according to the degree of  control

of the areg;

B. When personnel are under such conditions that are suspected to contaminate a Product,
Etc with microorganisms, etc. (including infectious diseases of skin or hair, common cold, injuries, or
symptoms such as diarrhea or fever for unidentified causes), to have them report the fact.

(Education and Training)

Article25 When agterile drug Product is manufactured, the Manufacturer, Etc. shall have person(s) designated
in advance perform the following duties in accordance with the Operating Procedures, Etc. in addition to the
duties under Article 19:

(1) To conduct education and training of personnel engaged in the manufacturing or testing and
ingpection, in respect of the sanitation and hygiene necessary for manufacturing of a sterile drug Product and of
microbiology;

(2) To conduct education and training of personnel working in the Clean Areaand the Aseptic Area,
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etc. in respect of the necessary action to prevent contamination by microorganisms, etc.
Subchapter 4 Manufacturing Control and Quality Control of Biological Drugs, Etc.

(Buildings and Facilities of Manufacturing Site of Biological Drugs, Etc.)

Article26 The buildings and facilities of the manufacturing site of aManufacturer, Etc. of Productsrelated to a

Biologica Drug, Etc., shall meet the following requirements in addition to those provided in Articles 9 and 23:
(1) Thebuildingsand facilities of manufacturing sitesfor abiological preparation Product

(excluding a blood preparation not constituting a L ot) shall meet the following requirement:

A. Work areas shal be equipped with the following facilitiesin aroom distinctly
separated from others, except for facilities confirmed unnecessary to manufacture the Product
according to the type, manufacturing method, etc. of the Product:

(i) Storagefacilitiesfor microorganisms,

(i) Fecilitiesfor keeping animals for usein manufacturing or in testing and
ingpection after inoculation of microorganisms;

(iii) Facilitiesfor processing animals for use in manufacturing or in testing and
inspection;

(iv) Fecilitiesfor inoculating microorganismsinto culture media, etc.;

(v) Facilitiesfor cultivating microorganisms,

(vi) Facilitiesfor collecting, inactivating and sterilizing cultured
microorganisms,

(vii) Facilitiesfor preparing diluents for stock solutions;

(viii) Fecilitiesfor diluting and subdividing stock solutions and for sedling
containers,

(ix) Fecilitiesfor disinfecting devices and eguipments that have been used in
manufacturing or in testing and ingpection.

B. Theroom provided with the facilitiesin A. (iv) and (vi) through (viii) and the room
provided with the facilities for sterility test, among the facilities for testing a Product, etc. or Labeling
and Packaging Materias, shall meet the following requirements:

(i) Work rooms shall be aseptic, provided that this provision shall not apply so
long asaroom is provided with facilities where aseptic operations can be carried out,
according to the type, manufacturing method, etc. of the Product;

(i) Theaseptic roomin (i) shal have an adjacent anteroom which alows
exclusive passage of personnd to the work room and whose entrance and exit are not facing
directly the outside
C. Work areas shdl be equipped with the following facilitiesin addition to those in A:

(i) Fecilitiesfor breeding and managing animals for use in manufacturing or in
testing and inspection;

(i) Fecilitiesfor preparing culture mediaand diluents for the media;

(iii) Facilitiesfor washing and sterilization of equipments/instruments,
containers, etc. which are used in manufacturing or in testing and inspection,;

(iv) Fecilitiesfor treating animal carcasses and other biological waste aswell as
for purifying sewage.

(2) Thebuildings and facilities of the manufacturing site of ablood preparation Product not
congtituting a Lot shall meet the following requirements:

A. Insidethe Work Areas, work rooms for operations to separate and mix blood
components, operationsto inject and discharge drug solutions and operationsto sed containers shall
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be separated from the work room for Products other than ablood preparation Product;
B. Insdethework rooms, work rooms for the operationsin A shall meet the following
requirements when these operations are performed in an open system:
(i) Thework room shall be used exclusively for that purpose;
(i) Thework room shall be aseptic, or provided with facilities where aseptic
operations can be carried out.
C. Work areas shdl be provided with dressing facilities for the exclusive use by personnel
working in the aseptic room.

(3) Theareafor manufacturing a Product with human blood or plasma as raw materias shall be
distinctly separated from other areas and shall be provided with facilities and equipment for exclusively
manufacturing such Product, provided that this provision shall not apply the area for performing the
manufacturing processes subsequent to the virusinactivation or elimination.

(Manufacturing Control)

Article27 When Products related to aBiologica Drug, Etc. are manufactured, the Manufacturer, Etc. shall
have the Manufacturing Control Department, in addition to the duties as defined under Article 10 and Article 24,
perform appropriately the following duties related to the manufacturing control, in accordance with the Operating
Procedures, Etc.:

(1) When the Product isinactivated, or microorganisms, etc. contained in the Product areinactivated
or eliminated, during the manufacturing process, to take action necessary for preventing contamination from the
Product that has not been inactivated or virus-eiminated;

(2) When biochemical technology such as fermentation, etc. is applied during the manufacturing
process, to perform continuous measurements of the temperature, hydrogen ion index, etc. necessary for the
control of manufacturing process;

(3) When equipment for column chromatography is used during the manufacturing process, to take
action required to prevent contamination of the equipment by microorganisms, etc., and to perform
measurements of endotoxins, where necessary.

(4) Inemploying the culture method of providing a continuous supply of culture mediato an
incubation tank and of performing a continuous discharge of liquid media during the manufacturing process, to
take action required to maintain incubation conditionsin the incubation tank during the incubation period.

(5) To perform the following duties related to the sanitation and hygiene of personnd:

A. Toredtrict as much as poss ble the access of personnel other than those who are
engaged in manufacturing to the Work Area;

B. Toredtrict as much as possible the access personnel to the Clean Area or the Aseptic
Areawhere actud operations are carried out;

C. Not to assign personne engaged in manufacturing to the position to keep Use Animals
(excluding those are used in the manufacturing process).

(6) To perform the following duties related to the sanitation and hygiene of personnd working in the
CleanAreaor inthe Aseptic Area:

A. To have personnd engaged in manufacturing wear work clothes, shoes, capsand
masks that have been disinfected;

B. To have personnel undergo medical checkups at intervals not exceeding six monthsin
order to confirm that they do not have diseases that are suspected to contaminate a Product, Etc. by
microorganisms, €tc.;

C. When personnd are under such conditions that are suspected to contaminate a Product,
Etc with microorganisms, etc., to have them report the fact.

(7) Tobreed aUseAnima (for usein manufacturing; the samein this Paragraph) under constant and
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proper care, and not to use an animal with infectious diseases or animals not appropriate for use in manufacturing
through observations of their physical conditions before use;

(8) Todisposeof dl articles (limited to those contaminated during the manufacturing process) that
have been contaminated with microorganisms and animal carcasses so as not to cause hazards to the health and
hygiene;

(9) To prepare and maintain the following recordsin handling of microbid strainsfor usein
manufacturing:

A. Name of microorganisms and the number assigned to each container;

B. Dateof assignment, the name and address of a person who assigned (in case of
corporation, the name and address);

C. Biologica propertiesand date of testing;

D. Satusof subculture.

(10) Asto equipmentsinstruments of the work room for treating small pox viruses, acute
poliomyelitis viruses, spore-forming pathogens or Mycobacterium tuberculosis, to attach amarker for each type
of Product and to prohibit use in manufacturing other Products;

(11) Asto materiasderived from organisms (excluding plants) for usein manufacturing a
Biologica Drug Product (hereinafter referred to as* Biologically Derived Source Materid™), the Manufacturer,
Etc. shdl confirm that the Biologically Derived Source Materia appropriately satisfies the product master
formula of the Product, and prepare and maintain the records of confirmation;

(12) AstotheBiologicaly Derived Source Materia for use in manufacturing of a Biologica Drug
Product, the Manufacturer, Etc. shall retain by itself the matters which the Minister of Health, Labor and Welfare
requires to be recorded, for the period in Article 30, Items (2) and (3), or conclude an arrangement with an
enterprise, etc. who collect materias of the Biologicaly Derived Source Materia (the source materials of those
used in manufacturing (including those used during manufacturing process)) (hereinafter referred to asthe
“Source Materia Collecting Enterprise, Etc.”) so that the records shall be maintained appropriately by the Source
Materia Collecting Enterprise, Etc,;

(13) A Manufacturer, Etc. shall prepare and maintain the records under Article 10, Item (10) and the
preceding two Items for each Lot of the Product which isaBiological Drug, Etc.

2. When aCdlular/Tissue Based Drug. Product is manufactured, the Manufacturer, Etc. shall have the
Manufacturing Control Department, in addition to the duties as defined under Article 10 and the preceding
Paragraph, perform appropriately the following duties related to the manufacturing control in accordance with
the Operating Procedures, Etc.:

() Inhandliing cells or tissues collected from different Donors or Donor Animals, to take necessary
actions to prevent mixture and cross-contamination of the cells or tissues;

(2) Asto cdlsor tissues as source materials, to confirm, at the time of their receipt, from records on
the following matters that the cells or tissues appropriately satisfy the product master formula of the Product, and
prepare and maintain the records of the confirmation:

A. Facilitieswherethe celsor tissues were collected;
B. Date on which the cells or tissues were collected;
C. Whenthecdlsor tissues are derived from humans, the status of diagnosis of the

Donor through their health checking or testing for the Donor screening (the decision asto, from the

results of the hedlth checking and testing of a Donor, whether or not such Donor isarefully eligibleto

provide their cells or tissues as source materias of the Cellular/Tissue Based Drug Product);
D. Whenthecdlsor tissues are derived from animals, the status of receipt of the Donor

Anima, aswell as conditions of the testing and ingpection and breeding and keeping of such animals

for the Donor screening (the decision asto, from the results of the testing and inspection, and breeding

and keeping of the Donor Animal, whether or not such Donor Animal isfully eligibleto provide their
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cells or tissues as source materias of the Cellular/Tissue Based Drug Product);

E. Higtory of collecting the cdlls or tissues;

F.  Matters necessary for ensuring the qudity of the Cellular/Tissue Based Drug Product,
in addition to thosein A through E. above.

(3) Incollecting the cells or tissues as source materials from a Donor Animal, to take necessary
action to prevent contamination by microorganisms during the collection, and to prepare and maintain records of
the action taken;

(4) When personnel meet any of the following conditions, not to have the personnel work in the
CleanAreaor inthe Aseptic Area:

A. When personnd are under physica conditions which may lead to contamination of a

Product, Etc. with microorganisms, etc.;

B. When personnel have treated microorganisms, etc. which may contaminate cells or
tissuesimmediately prior to their collecting or processing.

(5) Tocallect information, for each Product, the name of the destination facilities, the date of release
and Lots, and to prepare and maintain records thereof;

(6) Totake necessary action of ddlivery to ensure the quality of a Product, and to prepare and
maintain records of the action taken;

(7) To prepare and maintain records of breeding and keeping of Donor Animals efter their
acceptance;

(8) To prepare and maintain recordsin Items (2), (3), (5) and (6) in this Paragraph by Lot (by
Product for the records of Item (5)).

3. Recordsof aBiologica Drug Product in Article 10 and in the preceding two paragraphs shall be maintained
s0 asto enable confirmation of a series of records, from those of Biologicaly Derived Source Materiasused in
manufacturing to those of a Product manufactured with the Biologically Derived Source Materials.

(Quality Control)
Article28 With respect to Products related to adrug which is adesignated biologica products under Article 2,
Paragraph 10 of the Law (hereinafter referred to asa“ Designated Biological Drug”) or a Cellular/Tissue Based
Drug Product, aManufacturer, Etc. shall, notwithstanding the provision of Article 11, Paragraph 1, Item (3),
retain as reference samples from each Lot of the Product (in the case of a Designated Biological Drug not
congtituting aLot, from the Biologically Derived Source Material w used in manufacturing of the Product by
each manufacturing number of the Product or by Lot of such Biologicaly Derived Source Materid), at least
twice the quantity needed for all the required testing and inspection, for the following period from the date of
manufacturing, under proper conditions., constituting of at least twice the quantity needed for al the required
tests, for the following periods from the date of manufacturing, provided that this provision shdl not apply to a
Designated Biologica Drug Product not congtituting a L ot under a contract, for which the Manufacturer, Etc. has
concluded an arrangement with the Source Materia Collecting Enterprise, Etc., that the Source Materia
Collecting Enterprise, Etc. shall retain the reference samplesfor the following period.  For a Desighated
Biological Drug Product constituting a L ot or to a Cellular/Tissue Based Drug Product, retention of the
Biologically Derived Source Materia used in manufacturing of the Product may be substituted for retention of
the Product, when a period of the Expiry Date plus one year (one month for the radiopharmaceutical Product) has
passed:

(1) A period of the Expiry Date plusten years for a Designated Biologica Drug Product;

(2) Anappropriate period for a Cellular/Tissue Based Drug Product (excluding a Product in Item
1)
2. WhenaBiologicd Drug Product is manufactured, the Manufacturer, Etc. shall have the Quality Control
Department, in addition to the duties as defined under Article 11, perform systematically and appropriately the
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following duties related to the quality control in accordance with the Operating Procedures, Etc.:

(1) To separate samples by proper labeling of identification in order to prevent mixture and
cross-contamination of the samples;

(2) To perform, a z proper stage of manufacturing, the testing and inspection which isimportant for
the quality control but may not be performed for the Product;

(3) Tobreed aUseAnima (for usein manufacturing; the same in this Paragraph) under constant and
proper care, and not to use an animal with infectious diseases or animals not appropriate for use in manufacturing
through observations of their physical conditions before use;

(4) Todisposeof dl articles (limited to those contaminated during the manufacturing process) that
have been contaminated with microorganisms and animal carcasses so as not to cause hazards to the health and
hygiene;

(5) To prepare and maintain the following recordsin handling of microbia strainsfor usein testing
and inspection:

A. Name of microorganisms and the number assigned to each container;

B. Dateof assignment, the name and address of a person who assigned (in case of
corporation, the name and address);

C. Biologica propertiesand date of testing;

D. Satusof subculture.

(6) To prepare and maintain records of the results of testing and inspection for each Lot of the
Product related to aBiological Drug, Etc.

3. When aCdlular/Tissue Based Drug. Product is manufactured, the Manufacturer, Etc. shall have the Quality
Control Department, in addition to the duties as defined under Article 11 and the preceding Paragraph, perform
appropriately the following duties related to the quality control in accordance with the Operating Procedures,
Etc.:

(1) To perform by itself testing and inspection of a Donor Animal at the time of or after its receipt
and other necessary duties, or to have designated person(s) perform the duties, according to the type of duties;

(2) To prepare and maintain records of the dutiesin the preceding Item.

4. Recordsof aBiologica Drug in the preceding three paragraphs shal be maintained so asto enable
confirmation of a series of records, from those of Biologically Derived Source Materias used in manufacturing
to those of a Product manufactured with the Biologically Derived Source Materials.

(Education and Training)
Article29 When aProduct related to aBiological Drug, Etc. is manufactured, the Manufacturer, Etc. shall
have a person designated in advance perform the following duties in accordance with the Operating Procedures,
Etc. in addition to the duties as defined under Articles 19 and 25:

(1) To conduct education and training of personnel engaged in the manufacturing or testing and
ingpection of aBiologica Drug, Etc. in respect of microbiology, medicine and veterinary medicine, etc.;

(2) To conduct education and training of personnel working in the Aseptic Areaor other areas where
pathogenic microorganisms are handled, in respect of necessary action to prevent contamination by
microorganisms, etc.

(Control of Documentsand Records)
Article30 When aProduct related to aBiologica Drugs, Etc. is manufactured, the Manufacturer, Etc. shall,
notwithstanding the provision of Article 20, Item (3), maintain documents and records under this Ordinance for
thefollowing period (five years for records on education and training) from the date of the document:

(1) Fveyearsfor Products other than aBiologica Drug and a Cellular/Tissue Based Drug
(hereinafter referred to asa“Biological — Cellular/Tissue Based Drug”), provided that, when the duration of
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Expiry Date of the drug plus one year islonger than five years, the Expiry Date plus one year);

(2) A period of the Expiry Date plusthirty years for a Designated Biological Drug Product or a
Biologica Drug Product manufactured from human blood as the source materid;

(3) A period of the Expiry Date plusten years for aBiological — Celular/Tissue Based Drug Product
(excluding a Product in the preceding Item).

Subchapter 5 Miscellaneous Provision

(Exceptions of Retention of Records)

Article31 Notwithstanding the preceding Article, aManufacturer, Etc. shall have person(s) designated in
advance maintain records of the preceding Article of Biological Drug Products designated by the Minister of
Hedth, Labor and Welfare, for a period designated by the Minister of Health, Labor and Welfare, provided that
this provision shal not apply to cases where an arrangement is concluded with a Source Material Collecting
Enterprise, Etc. so that the records shall be maintained appropriately by the Source Materia Collecting
Enterprise, Etc., for the required period.

Chapter 3 Manufacturing Control and Quality Control in the Manufacturing Site of a Quasi-drug
M anufacturer

(Manufacturing Control and Quality Control of Quasi-drugs)
Article32 Theprovisonsin Chapter 2 (excluding Article 7, Item (4), Article 9, Item (5), Article 23, Item (3), D
and Subchapter 4) shall apply mutates mutandisto quasi-drugs.  In this case, a“ drug manufacturing manager as
defined under Article 17, Paragraph 3 of the Law” under Article 4, Paragraph 1 shall read a*“ responsible engineer
asdefined under Article 17, Paragraph 5 of the Law,” and a*“Product Control Manager” in Chapter 2 shall read a
“responsible engineer,” “ Article 42, Paragraph 1 of the Law” under Article 7, Item (2) shall read “ Article 42,
Paragraph 2 of the Law,” “Article 9, Paragraph 2" under Article 11, Paragraph 1, Item (3) shdl read “Article 9,
Paragraph 2 as applied mutates mutandis under Article 20,” and a“ sterile drug” in Subchapter 2 shall read a
“derile quasi-drug.”

Supplementary Provisons
(Date of Entry into Force)
Articlel ThisOrdinance shdl enter into effect on April 1, 2005.

(Measuresin Transtion)

Article2 Theprovisonsof Articles 9, 23, 26 and the provisions of Articles 9 and 23 applied mutates mutandis
under Article 32 as revised by this Ordinance may not apply to a Foreign Manufacturer for two years from the
date of entry into force of this Ordinance.

Article3 Regulations on Importation Sales Control and Quality Control of Drugs and Quasi-drugs (Ordinance
No. 62, 19990f the Minister of Health, Labor and Welfare) shal ceaseto bein effect on March 31, 2005.
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