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Outline of

Pharmaceutical Administration in Osaka Prefecture

Dept. of Public Health and Welfare,

Osaka Prefectural Government

1. Introduction

Pharmaceutical administration in Osaka Prefecture includes the following 8 laws:

- Pharmacist Law

- Pharmaceutical Affairs Laws

- Poisonous and Deleterious substances Control Law

- Narcotics and Psychotropics Control Law

- the Cannabis Control Law

- the Opium Control Law

- the Stimulant Control Law

- Bleeding and Blood Donor Supply Services Control Act

The above-mentioned 8 laws are established by the central government and its jurisdiction extends
to the whole country. The interpretation, operation and instruction of these 8 laws are to be> controlled by
the Pharmaceutical and Medical Safety Bureau and the Health Policy of the Ministry of Health, Labour and
Welfare. )

Japan has 3311 local governments (47 Prefectures, 23 Tokyo special sections, 12
government-ordinance-designated cities, 671 cities, 1991 towns and 567 villages as of July 1, 2000), and
Osaka is one of the 47 prefectures. Each of the 47 prefectures includes Pharmaceutical administration
supervision division which, in Osaka, is the Pharmaceutical Affairs Division of the Department of Public
Health and Welfare.

The minister for Health and Welfare of Prefectural Governor has authorization for the regulation of
the laws. The authority to grant the distribution license of establishment of the health center for part of the
drug products and for the poisonous and deleterious substances was transferred to the ordinance-designated
cities in April 1997 and 2000, respectively.

Jurisdiction over the above authorities, taking Pharmaceutical Affairs Law for example, assignments

are as follows;



Table 1

Production (import) of Drugs

Sales of Drugs

Approval & permits by

Ministry of Health, Labour
& Welfare
-Biological preparation
-National assay products
-Gene recombination applied
products
-Radiopharmaceuticals
Prefectural Governor

-Other Pharmaceuticals

Prefectural Governor
% Mayors of ordinance-
designated cities

Site inspection done by

Ministry of Health, Labour
& Welfare
Prefectural Governor

Ministry of Health, Labour &
Welfare

Prefectural Governor

2 Mayors of ordinance-
designated cities

Revocation of the approval
suspection of Business

Ministry of Health, Labour
& Welfare
Prefectural Governor

Prefectural Governor
» Mayors of ordinance-
designated cities

% The business status is classified into first-class sellers and special sellers.

Ordinance-designated cities in Osaka Prefecture ;
Osaka-city, Sakai-city, Higashi Osaka-city.

If there is any opinion discrepancy between the central government and any prefectural government

or between prefectural governments, the central government will make the decision on the interpretation of

the legislation. The application of the legislation is discussed and decided by the central government and

the prefectural government.

2. Organizations of the Osaka Prefecture

(1) Organization Chart of Osaka Prefectural Government

(—Reference 1)

(2) Organization Chart of Department of Public Health and Welfare .. (—Reference 2)

(3) Organization Chart of Pharmaceutical Affairs Division

3. Pharmaceutical Administration in Osaka Prefecture
(1) As already mentioned in 1., pharmaceutical administration in Osaka prefecture is

(—Reference 3)

controlled by Pharmaceutical Affairs Div. Some of the services are performed by the

Osaka prefectural wide area (4) health center and ordinance-designated cities as described

next page:




Pharmaceutical Administration

44
municipalities
in

Osaka
Prefecture

Osaka City

Sakai City

Higashi-Osaka
City

-Direct Control of Pharmaceutical
Affairs Division

-The authorities to grant the general
distribution license and special
distribution license for
pharmaceutical products as well as
the poisonous and deleterious
substances distribution license have
been transferred to each municipal
goverament.

Remaining 41 municipalities

-Prefectural wide area Health Centers
(4 Centers)

-Carry out duties regarding
pharmaceutical affairs within their
own jurisdictions.

(ex.)Application flow, on-the-

spot inspection and instruction (not
authorized  for  approval &
administrative measures.)




@

©)

Pharmaceutical Industry of Osaka Prefecture (— Reference 4)
(*Business category of First- or Third-Class Sellers of Drugs and Poisonous and
Deleterious Substances Sellers for which the administrative right was transferred to the

ordinance-designated city account for facilities licensed by the Governor, Osaka

Prefecture.)

Sharing of the Operations among the Groups of the Pharmaceutical Affairs Division
(—Reference 5)

@® Pharmaceutical Distribution Group

a) Inspection Items for On-the-spot Inspection of Pharmacies__ ... Reference 6)

b) Flow-chart of Guidance Procedures in case of Violation . ..(—Reference 7)

c) Flow of the Application for the License for the Pharmacy, etc., ..(~Reference 8)

d) Review criteria and guidance for Drug Wholesalers._ ..{~Reference 9)

e) Self inspection items of Drug Wholesalers. (—Reference 10)
@ Pharmaceutical Production Group

a) Flow-chart of Guidance Procedures in case of Violation_________. .. .. (—Reference 7)

b) Guidance on GMP (—Reference 11)

c)  Flow of the Application for Approval, etc. (—Reference 12)

d) Drugs, etc. to be Approved by Prefectural Governments_ ... (—Reference 13)
® Medical Devices Group

a) Flow-chart of Guidance Procedures in case of Violation________....._. .. (—Reference 7)

b) Flow of the Application for Approval, etc. (—Reference 12)

c) Drugs, etc. to be Approved by Prefectural Governments ... (—Reference 13)

@ Narcotics and Poisonous and Deleterious Substances Group

b) “ 'No Drug Abuse” 5-year Project in Osaka Prefecture, (Drug Abuse Eradication

Campaign) (—Reference 14)

® General Planning Group
a) The Information Exchange System for Drug Safety ... ... (—Reference 15)
b) Blood Donation Promotion Organization of Osaka Prefecture .. (—Reference 16)
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INSPECTION ITEMS FOR ON-THE-SPOT INSPECTION OF PHARMACIES

(Reference 6)

N
g

Check Item

Yes/No

)

Is the supervisor pharmacist dedicated to the operation of the pharmacy only and free from
other pharmaceutical-related business?

@

Does a supervisor pharmacist always present at the pharmacy?

€)

Is the supervisor pharmacist responsible for the dispensing, formulation, sales, delivering and
granting of pharmaceutical products, and other related matters?

( I )Supervisor Pharmacist

@

Does the supervisor pharmacist retain records of the analysis, disposition of defective
products or other operations related to pharmacy administration?

Is a license of operation displayed at near the entrance or a place casy to be noticed?

E )
o0
5 (2) Does the place where the drugs are displayed or given have the brightness of 60 luxes or
3 more?
m
>
é a (3) Is the pharmacy well ventilated and clean?
5=
£ 8 | (4) Isthe pharmacy clean?
L
s (5) Does the pharmacy have a cold and dark storage facility, which can be locked up?
=
o0
g (6) Is the pharmacy clearly separated from the residence or a dirty place?
=
~ (7 Docs the pharmacy cover the area of 19.8m” or more?
(1) Does the dispensing room have the floor space of 6.6 m” or more?
(2) Ase the ceiling and the floor of the dispensing room boarded or concrete?
E
ng‘ (3) Docs the dispensing room have the brightness of 120 luxes or more?
)
=]
@ (4) Is the dispensing room properly ventilated?
Qo
(=%
a (5) Is the dispensing room clean?
=
=~ (6) Is the pharmacy fumished with the equipment and books necessary for dispensing and
analysis?
(7) Arc any of the drugs used for dispensing not deteriorated, decomposed or defective?

(1) Supervisor Pharmacist
(II') Design of the Pharmacy Building and Facilities
(I) Dispensing Room




Does the owner consider well so that the supervisor pharmacist of the pharmacy can perform

0]
g the service well?
55
<] 3 (2) Have the notifications of replacement of the supervisor pharmacist been submitted without
2 o delay?
S =
U >
= (3) Does the pharmacy always keep its supervisor pharmacist attended to its shop while it is
~ opened?
(1) Is any of the defective drugs not stored, displayed, sold or granted?
(2) Areany dmgs with foul labeling not storing, displaying, selling or granting?
(3) Are the drugs required to be stored in cold and dark stored accordingly?
(4) Do they keep no falsified or exaggerated advertisement of drugs?
go (5) Arc designated drugs properly handled?
o] .
< (6) Do they pay enough attention to the drugs with usage/ validity period?
(7) Are records ined in granting/acceptance of the drug products with the code indicating the
recording obligation on its package?
8) Are any of the drugs used for dispensing purpose not sold directly to the general consumers?
1po: 8
(9) Are drugs stored and displayed scparately from the other products?
(10) Arc drugs displayed inside the pharmacy? (They should not be outside.)
(1) Are poisonous and powerful drugs indicated properly?
g‘l (2) Is poisonous and powerful drugs displayed and stored scparately from other drugs?
(=}
g (3) Is the storage of poisonous drugs locked up?
L
E
< (4) Is the Granting/Acceptance D completed and signed by the recipient in
2 selling/granting the poisonous or powerful drugs to the general consumers?
« .
w
2
2 (5) Is the necessary confirmation made before selling or granting poisonous and powerful drugs
2 to doctors or pharmacists?
=
5 (6) Are records for granting of poisonous and powerful drugs stored for 2 years?
(7)  Are poisonous and powerful drugs not sold to the persons under 14 years old, etc.?

(IV) Consideration by the owner

(V) Drugs

(VI) Poisonous and powerful drugs

15



16

{- (1) Are drugs dispensed in accordance with the prescription by doctor?
E’ (2) Are dispensing recorded?
&0 =
g g (3) Is the entry made in the prescription as specified by the laws and
e = regulations in dispensing drugs?
o 3
o g
é b4 (4) Are prescriptions stored for 3 years?
2w
% (5) Does the pharmacy have a license of dispensing?
(6) Does the supervisor pharmacist control the dispensing in the pharmacy?
S = (1) Does the pharmacy make cfforts to provide purchasers (users) of drugs
—_ .g . with information required for their proper usec ?
2 ETS
~ee ° (2) Does the pharmacy provide patients with information necessary for the
al proper usc of the drugs dispensed in the pharmacy?
3 1) Has the cffective period of approval not expired?
S
__:: (2) Is the health food handled app?(;prialcly?
L3
E . (3) Does cach of the pharmacists at the pharmacy carry a proper name plate
= or an armband?
~~
é (4) Arc complaints handled appropriately?
(1) Has registration not expired?
E (2) Arec granting records or account books filled in appropriately?
-4
= S
: ; (3) Arc poisonous /deleterious substances not sold to the youths under 18
23 years of age or to people who seems to have problems in-handling them?
an
_g 2 | (4) Is the storage facility prepared so that poisonous and deleterious
2 g substances can be stored separately from other drugs?
~ o
>f,_§ (5) Can the storage be locked up?
a]
(6) Does the storage and displays for poisonous and deleterious substances
have an indication as rcgulated?
4
" (1) Are psychotropic medicines granted to people who is related to patients,
e after prepared in accordance with the prescription by doctors?
S
'§ (2) Arc psychotropic medicines stored and controlled properly in the facility,
= which is equipped with a lock?
9]
‘a (3) Is appropriate labeling displayed on the container or wrapping?
o . . « . .. e .
= c.g.) the first Chinese character of “psychotropic medicines” in a circle.
o
=
<y (4) 1Is disposal of psychotropic medicine carried out properly? Is the record
P of disposal stored for 2 years?
; (5) Is the notification of adverse events related to psychotropic drugs
- immediately submitted?

(V') Dispensing and Formulation

(V) Information Provision etc

(IX) Miscellancous

(X) Poisonous and Deleterious Substances
(X | )Psychotropic Medicines
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(Reference 10)

Self inspection items of Drug Wholesalers

(1) Whether or not the supervising pharmacist is engaged in other duties relating to pharmaccutical affairs, |

Supervising
pharmacist: (2) Whether or not the supervising pharmacist always works at the business premises.
(3) Whether or not the supervising pharmacist provides records on supervision of the First-Class Sellers in
relation to selling, conferring and handling of drugs or others.
(4) Whether or not the supervising pharmacist supervises employee not to cause problems with health care
and hygiene, paying attentions necessary to control buildings, facilitics, and drugs and to fulfill other
duties.
Business (1) Whether or not license is displayed over the counter or at any other easily viewable place in the office.
premises: (2) Whether or not the premises are fully ventilated and clean.
(3) Whether or not any light-resistant refrigerator is installed, in the cases of handling drugs to be kept
refrigerated.  In addition, whether or not a lockable storage facility is provided.
(4) Whether or not the business premises are definitely separated from the living area or unclean areas.
(5) Whether or not the business premiscs are provided with an appropriate facility of 100 m2 or over to
store drugs sanitarily and safely.
Or for Small-Size Wholesalers, whether or not area of the busi premises is 13.2 m2 or over.
Proprietor’s (1) Whether or not the proprictor of wholesalers is sufficiently thoughtful, so that the supervising
solicitude: pharmacist can fulfill duties.
(2) Whether or not replacement of the supervising pharmacist is notified without delay, according to
Article 10 of the law (corespondingly applied by Article 38).
Drugs (1) Whether or not adulterated drugs arg stored, displayed, sold or conferred.

(2) Whether or not falsc-labelled drugs are stored, displayed, sold or conferred.

(3) Whether or not drugs to be kept refrigerated and shiclded from the light are retained, accordingly.

(4) Whether or not drugs are advertised with false or exaggeration.

(5) Whether or not shelf-life or expiration date of drugs is fully paid attention.

(6) Whether or not records of release/acceptance of drugs with the code indicating the recording
obligation on its package are provided.

(7) Whether or not the retummed or recalled products are stored, in distinction from other drugs, with
proper display. '

(8) Whether or not drugs are stored or displayed in distinction from other products.

Poisonous and

(1) Whether or not poisonous or powerful drugs are properly displayed.
(2) Whether or not poisonous drugs are stored in a lockable storage facility in distinction from others.

powerful
drugs: (3) Whether or not powerful drugs are stored or displayed in distinction from others.
(4) Whether or not poisonous or powerful drugs are sold or conferred to Drug Sellers or doctors, upon
confirmation of their official license.
(5) Whether or not a transfer certificate of poisonous or powerful drugs to recipients licensed for change
in recipi to whom drugs are delivered is retained for 2 years.
Others: (1) Whether or not drugs are delivered to legitimate recipients in conformity to the Pharmaceutical Affairs
Law.

(2) Whether or not information is appropriately collected and delivered.
(3) Whether or not actions are appropriately taken for recvaluation resuits.
(4) Whether or not complaints from are appropriately dealt with.
(5) Timing of license renewal is to be confirmed (expiration date).

1) Self inspection is conducted according to Notification No. 406 of Director-General, PAB/MHW, May 28, 1983.
2) Self inspection is regularly conducted according to the plan, and necessary measures arc to be taken based on the

inspection results.




(Reference 11)

Guidance on GMP

by Pharmaceutical Affairs Division of the Department of Public Health of Osaka Prefecture
1. Introduction

As pharmaceutical products are used for diagnosis, treatment and prevention of disease, they play an
important role in citizens’ health and hygiene. In order to ensure their effectiveness, safety and quality they
are subjected to various regulations, in accordance with the Pharmaceutical Affairs Law, throughout the
process from manufacture through to sales.

As progress is made in medical and pharmaceutical science, society has demanded the provision of
pharmaceuticals with a higher degree of quality assurance. In order to fulfill these demands, the need arose
to establish a system by which the entire manufacturing process of pharmaceutical products, from intake of
raw materials to distribution of the finished product, could be fully regulated. In October 1979, taking the
opportunity provided by the revision of the Pharmaceutical Affairs Law, the GMP was legislated.

Matters that had been implemented under the guidance of the current Administration, were then
formally stipulated in the “Regulations for Manufacturing Control and Quality Control of Drugs” as a
standard to which manufacturers should conform by the Ordinance of the Ministry of Health, Labour and
Welfare, and Regulations were implemented in September 1980.

The legal position surrounding “Regulations for production Control and Quality Control of Drugs”
was changed after the revision of the Pharmaceutical Affairs Law in April 1993. Previously informal
standards which manufacturers were recommended to follow were extended, in April 1994, to legal
requirements for manufacturer licensing. According to the revision, licensing for manufacturing
pharmaceuticals cannot be obtained without the agreement of GMP.

Based on the intent of the GMP, the Osaka Prefectural Government, taking'imo consideration a
stable supply of drugs and technical levels of the manufacturers, has repeated its discussions with
individual manufacturers and their trade organizations since the initial formulation of the GMP in 1974, in
order to contribute to the smooth implementation of it. In recent years, there has been an enormous progress
in the manufacturing technique of drugs as well as in the move toward standardizing drug production

internationally. We are taking such a drastic change into consideration in promoting the GMP.

2. The History of the GMP ( See Attachment I .)

We are going to briefly describe the history of the GMP in Japan and the responses of the Osaka
Prefectural Government to the GMP requirements. In 1969, the WHO recommended the adoption of a
GMP for drugs. In 1972, a GMP study project team was established in the Ministry of Health and Welfare
(now Ministry of Health, Labour and Welfare) of Japan. In 1973, the Japan Pharmaceutical Manufacturers
Association (JPMA) voluntarily made public the “Good Practices in the Manufacture and Quality Control
of Drugs” Code (a voluntary code of practices). The companies which exported their drugs to Europe and
United States, in particular, took active steps towards the adoption of such a code. In April, 1974, the

Ministry of Health and Welfare (now Ministry of Health, Labour and Welfare) announced its draft GMP
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document. In September, 1974, the Ministry of Health, Labour and Welfare issued a notification entitled the
“Good Practices in the Manufacturer and Quality Control of Drugs” (official standards) (GMP), after
necessary modifications were made in the first draft, based on the opinions of the metropolitan and
prefectural governments and the industrial community.

Later, the Ministry provided more specific information by issuing a notification on the enforcement
rules, etc. In order to encourage the smooth operation of GMP. In April, 1976, the GMP was put into effect
in the form of an administrative guidance.

In October, 1979, when the Pharmaceutical Affairs Law was about to be partially amended,
necessary articles of the Law were revised to integrate hardware and software aspects on the GMP into the
Law, so the GMP came to have a place in the Law. On September 30, 1980, the amended Law was enacted.
Since April 1994, whether a drug production approval can be awarded has been examined also in view of
the GMP System for both of pharmaceutical preparations and original drugs.

20 the number of manufacturing sites of pharmaceuticals as of March 1995 is as follows.

In the meantime, the Prefectural Government of Osaka, which is proud of position as Japan’s largest
manufacture of pharmaceuticals (in terms of production value), has been sending its employees to the
Ministry of Health, Labour and Welfare up to now, in order to develop inspectors to be assigned exclusively
to GMP inspections.

In the area of guidance for the industry, when the Ministry’s draft GMP was made public in 1974,
the Osaka Prefectural Government held frequent lecture meetings for all of the drug manufacturers in the
Prefecture, in order to explain the contents of the GMP and the necessity of its implementation. In addition,
the prefectural government held study meetings for different trade organizations, such as the Osaka
Pharmaceutical Products Association and the Osaka Home Drugs Association, at which it discussed the
GMP concept and answered questions. The Osaka Prefectural Government submitted the results of these
discussions and its opinions on necessary matters among the requests expressed by trade organizations, etc.
to the Ministry.

In parallel with holding such study meetings, the Osaka Prefectural Government prepared a GMP
Check Sheet and conducted a preliminary survey of GMP-applicable manufacturers, using the
self-evaluation method, in order to identify their present status. In the process of this survey, the
government collected the Sheet, checkd the information on the Sheet, and used the data as an indicator for
future GMP guidance. Moreover, it conducted field surveys at all of the relevant facilities using the Check
Sheet. Then, it held hearings with 165 facilities, discussed the problems with their top management and
product security pharmacists, and gave them the necessary guidance to improve their situation. ( See
Attachment [ @)

For three years since 1976, the Osaka Prefectural Government has worked to promote the GMP,
using a self-evaluation technique based on the “Drug Manufacturer’s List of Self-Inspection for Conformity
10 GMP Requirements”, which the National Government presented, and the Improvement Plan Sheet. ( See

Attachment 1 @ )
In the meantime, there were GMP applicable manufacturers in the Prefecture who did not belong to



any trade organization (so-called “outsiders”). In1977, the Osaka Prefectural Government brought them
together, and encouraged them to organize an organization of their own. Promotion of the GMP and
publicity on various notifications, etc. have been conducted through trade organizations since then, to attain
a more thorough familiarization with the information.

In June, 1979, after the aforementioned List was submitted by the manufacturers to the Osaka
Prefectural Government, it conducted field surveys to identify the progress, and provided guidance on
specific improvement plans for less advanced facilities. The Prefectural Government offered administrative
guidance energetically by holding improvement case presentation meetings at various companies, etc. ( See
Attachment I ® )

Along with the legislation of the GMP in 1980, the Osaka Prefectural Government conducted two
series of inspections of drugs manufacturers from 1980 to 1983, and encouraged them to thoroughly
implement GMP, in an attempt to accomplish the complete achievement of the goals of the GMP as early as
possible in the Prefecture. By the end of this period, we believe that the relevant facilities reached the
prescribed level of hardware and software requireinents at last. ( See Attachment I @ )

The Osaka government, dividing pharmaceutical manufacturing plants into groups according to dosage
forms and components, conducted an on-the-spot survey during the period 1984 through 1992. ( See
Attachment I ® )

Depending on the form of pharmaceutical product, these were natural differences in manufacturing
management and quality control. There were also common problems within each group. Accordingly,
surveys at their respective levels were conducted, and based on these results, guidance was given to each of

the separate groups.

The Methods

1) Preparation of a Check Sheet Suited to Each Group
Check items necessary for each groups’ needs are added to the Drugs Manufacturer’s List of
Self-Inspection for Conformity to the GMP Requirements (The Inspection and Guidance Division of
the Pharmaceutical Affairs Bureau Notification No.42 issued on May 25, 1983). The additional items
for injections, for example, include the environmental condition maintenance method for
manufacturing rooms and its check method, and the sterilization method and its validation. Those for
antibiotics include negative pressure control and the check of the residual concentration of penicillin
at the time of changing product items to be manufactured in the same manufacturing rooms, for
prevention of cross-contamination.

2) On-the-Spot Inspections and Guidance
On-the-spot inspections and guidance were conducted based on the GMP Inspection Model ( See
Attachment II.).

3) Individual Guidance
If there were any non-compliance item(s) as a result of an on-the-spot inspection, we have pointed

out the key points at that time of giving comments, and asked the manufacturer to improve on that

25



26

item.
4)  Group Guidance

After the inspection of one entire group had been concluded and improvement reports were
submitted, we summarized the individual companies’ reports to compile one group report. Later, we
held lecture meetings for the relevant facilities, using this group report, and provided guidance on
what is an ideal situation and desirable future direction as a group. We submitted this group report to
the Ministry of Health and Welfare (now Ministry of Health, Labour and Welfare) as well.

If we deemed it necessity, we might conducted another on-the-spot inspection for the same facility

again before the following series of inspections were conducted.

In April 1995, most of the authorities to award approvals related to pharmaceutical manufacturers
were transferred from the Minister of Health, Labour and Welfare to the Prefectural Governors. Then, the
Prefectural Governments as accreditation agencies have pursued efforts of the quality control
administration as one of their critical services.

As most of Osaka’s manufacturers’ license required renewal at the end of 1996, on-the-spot surveys
were conducted at all facilities needing renewal over the two-year period starting 1995. At that time, if any
inadequacies were discovered, instructions for improvements were distributed, and a detailed plan for
improvements was demanded. Upon receipt of an improvement completion report, the contents of the
improvements were re-evaluated. As a result, in the end of 1996, the 181 manufacturing facilities in Osaka,

to which the GMP is applicable, have all attained the pass standard. ( See Attachment [ ® )

As validation was introduced as a license requirement in April, 1996, at present, guidance centered

on validation in particular, is being carried out.

In order to harmonize with the WHO’s new GMP (announced in April 1992), in addition to validation,
“Education Practice”, “Collection and Disposal” and “Self-Inspection” have been established as GMP
software, and guidance regarding these practices is being carried out.

As of the end of March 2002, the number of manufacturing plants making pharmaceutical products is as

follows.
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(Attachment IT)

The GMP Inspection Model

I. Planning a GMP Inspection
We choose the facilities to be surveyed based on an intensive inspection by the National Government
and our own annual on-the-spot inspections, etc. We review the inspection items by group, and prepare an
inspection table.
In addition, we study the inspection period, the number of inspectors and the inspection method in
advance, depending on the intended purpose of the inspection.
[Types of Inspections]
(1)  Inspection for each group of preparations
(2)  Asurvey on adulterated products
(3)  General inspection according to the government direction
(4) Inspection for accrediting GMP compliance (pharmaceutical products for export)

(5) Aninspection due to the renewal of a license or a change in buildings and facilities

II. Preparation for GMP Inspections
Before conducting a GMP inspection, we prepare basic materials on the manufacturer to be
inspected, and put together an outline of the manufacturer. -
(1) Questionnaire sheets: These are the same ones which were used in the past to survey general
information on the manufacturer, its licensed dosage form(s), and classification of drugs by efficacy.
(2)  The facility file: This is the file in which we store the inspection list which was completed during the
last on-the-spot inspection and the improvement report sheet of the manufacturer.
(3)  Output file: retrieve data regarding previous on-the-spot conditions and descriptions of violations

from computer data.

. Implementation of GMP Inspections
[Inspection Procedures]
(1)  We meet with the product security pharmacist of the manufacturer to be inspected.
(2) We explain the contents of our work in the inspection, and discuss the inspection schedule. We
usually spend one day to inspect the manufacturer.
(3)  We hold the inspection of the manufacturer’s premises.
(4)  We summarize the inspection results and give our comments to the manufacturer.

(5)  If there are any unsatisfactory items, we request the manufacturer to submit an improvement report.

IV. Inspection Results
In the case of inspections by group, we prepare a summary of the inspection results of the group. We
identify the problems of the group at a lecture meeting for the entire group, as well as to offer guidance on

improvement.
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We file the inspection results and improvement reports in the individual manufacturers files to be

used as reference date for future GMP inspections.

In the case of suspected GMP violation, on-site inspection of the manufacturing plant is conducted

When pharmaceutical inspectors visit manufacturers for inspections, they carry their identification

Pharmaceutical inspectors conduct inspections bearing in mind the central purpose of the
inspections; to monitor the extent to which the manufacturer understands the GMP, and whether

consistency between the hardware and software aspects of the GMP has been secured.

We use a copy of a renewal application form to check licensed product items and the floor plan of the

V.  Specific Contents of GMP Inspections
1. To conduct an on-the-spot inspection of a manufacturer
M
with no prior notification in principle.
(2) Two pharmaceutical inspectors usually conduct each inspection.
©))
cards with them, and show them if they are requested to do so.
Q)
2. When meeting with a product security pharmacist
(1)  We explain the inspection purposes and discuss the schedule.
@
manufacturer.
(3) Hearing of the outline of the manufacturer

We check the GMP organization, licensed dosage forms, major production items, and the product

items manufactured on the inspection day, and we use the floor plan to check the flow of personnel

and goods, and the contact situation between personnel and goods.

3. ltems of GMP Inspection (Enacted: QOctober 1990 by MHW, now MHIL.W) Reference Attachment

(—See next page)

- 30 -



Items of GMP Inspection

1. General matters

(1) _ Manufacturer

1.

2
3.
4

What characterizes the manufacturer as a company ?
Is the personnel concerned intent on understanding the Pharmaceutical Affairs Law ?
Does the manufacturer export ?

Does the manufacturer import ?

(2)___Manufacturing plant

5.

6
7.
8
9

When was the manufacturing plant licensed under the Pharmaceutical Affairs Law ?
What characterizes the manufacturing plant ?

Does the manufacturing plant export ?
Has any of the exported products been returned for reasons involving quality and/or safety ?

Does manufacturing plant use any imported drugs 7

2.  Specific matters

(1) ___ Products to be Inspected for monitoring

10.

What products are to be inspected ?

2 Personnel

(2)-1. Personnel setup

(2-1-1.

Product security pharmacist

11.

12.

In the personnel setup required by GMP, is the product security pharmacist in a position
superior to that of the manufacturing control manager and the quality control manager ?

In the case where the manufacturing plant has the deputy product security pharmacist, is it
based on reasonable grounds and does the purview of his responsibilities stand clearly in a

proper document ?

(2)-1-2. Manufacturing control manager

13.

14.

15.

2)-1-3.

16.

In the personnel setup required by GMP, is the manufacturing control manager put under the
control of the product security pharmacist ?

Is the manufacturing control manager in a position enabling him to discharge his
responsibilities without hindrance ?

In the case where the manufacturing plant has a deputy manufacturing control manager, is it
based on reasonable grounds and does the purview to his responsibilities stand clearly in a

proper document ?

uality control manager

In the personnel setup required by GMP, is the quality control manager put under the control

of the product security pharmacist ?
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17. Is the quality control manager in a position enabling him to discharge his responsibilities
without hindrance ?
18.  In the case where the manufacturing plant has a deputy quality control manager, is it based on

reasonable grounds and does the purview of his responsibilities stand clearly in a document ?

(2)-1-4. _ Relationship between the quality control unit and the

manufacturing control unit

19. In the functional setup required by GMP, is the quality control unit independent of the
manufacturing control unit ?

20. Are the quality control unit and the manufacturing control unit functioning on an equal
footing ?

2)-2. Discharging responsibilities
(2)-2-1. _Product security pharmacist
21.  Does the product security pharmacist do his control work on the spot ?

22.  Does he decide whether to release products on the basis of exact understanding of how well

manufacturing control and quality control of products are carried out ?

(2)-2-2. Manufacturing control manager

23. Is the manufacturing control manager a person other than the quality control manager ? Does
he do his control work on the spot ?

24-1. Does he have the knowledge of the whole of the manufacturing control work ?

24-2. Does he handle properly blood preparations that do not constitute a lot ?

25.  Are manufacturing directions prepared and issued on the basis of the product standard code,
the manufacturing control standard code and the manufacturing hygiene control standard
code ?

2)-2-3. _Quality control manager
26. Is the quality control manager a person other than the manufacturing control manager ? Does

he do his control work on the spot ?
27.  Does he have the knowledge of the whole of the quality control work ?

28.  Does the manufacturing plant have testing protocols fitted for the actual manufacture there ?

(2)-2-4. Manufacturer

29. Does the manufacturer have anything to interfere with the product security pharmacist’s

responsibilities ?
30. Does the manufacturer give positive help to the product security pharmacist so as to have him

discharge his responsibilities with ease ?

31. Does the manufacturer undertake education and training of the personnel of the

manufacturing plant ?

(3) Buildings and facilities
32-1. Does the manufacturing plant as a whole conform to Article 5 and Article 5-2 of the
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Regulations for Buildings and Facilities for Pharmacies etc. ?
32-2. Does the manufacturing room for weighing starting materials, preparing drug products and

filling and sealing operations conform to Article 5 and Article 5-2 of the Regulations for

Buildings and Facilities for Pharmacies etc. ?

32-3. In the case where drug products that are easy to disperse and cause anaphylaxis in very small

amounts are manufactured, does the manufacturing plant conform to the prescribed
standard ?
32-4. In the case where sterile preparations are manufactured, does the manufacturing plant
conform to Article 6 of the Regulations for Buildings and Facilities for Pharmacies etc. ?
32-5. In the case where biological preparations are manufactured, does the manufacturing plant
conform to Article 7 of the Regulations for Buildings and Facilities for Pharmacies etc. ?
32-6. In the case where blood preparations that do not constitute a lot are manufactured, does the
manufacturing plant conform to Article 8 of the Regulations for Buildings and Facilities for
Pharmacies etc. ?
32-7. In the case where radio pharmaceuticals are manufactured, does the manufacturing plant
conform to Article 9 of the Regulations for Buildings and Facilities for Pharmacies etc. ?
33.  Are cleanliness etc. in the manufacturing plant laid out appropriately in grades ?
34. Is the air-conditioner of the manufacturing plant installed appropriately ?
35. Is there any problem about the lines of flow of workers and things in the manufacturing
plant ?
36. How is the whole environment controlled ?
37.  Are the manufacturing facilities necessary for the manufacture of the products to be installed
in order ?
38.  Are the testing facilities necessary for the testing of the products to be installed in order ?

39. Are the manufacturing facilities and apparatuses etc. checked regularly to keep them in

40.  Are cleaning and washing carried out properly ?-
41.  Is cleaning work carried out according to the prescribed procedure ?
42.  Are the working personnel educated in manufacturing hygiene ?

43.  Are personnel other than those engaged in manufacturing kept off the manufacturing area ?

Preparation and arrangement etc. of documents

order ?
(4) _ Manufacturing hygiene
)
(5)-1.

Drug product standard code
44.  Is the drug product standard code prepared to cover all the licensed products ?
45-1. Are the required matters carried in it ?
45-2. In the case where blood preparations that do not constitute a lot are manufactured, are all the

necessary entries made in the drug product standard code ?
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(5)-2.

46. Is the drug product standard code used properly ?

47.  Are necessary revisions and regular reviews made and measures to prevent errors taken ?

Manufacturing control standard code

48-1. Does each manufacturing plant have a manufacturing control standard code covering
necessary matters ?

48-2. In the case where pharmaceutical products that are easy to disperse and cause anaphylaxis in
very small amounts are manufactured, are all the necessary matters covered in it ?

48-3. In the case where sterile preparations are manufactured, are all the necessary matters covered
init?

48-4. In the case where blood preparations that do not constitute a lot are manufactured, are all the
necessary matters covered in it ?

49.  Is the manufacturing control standard code used properly ?

50.  Are necessary revisions and regular reviews made and measures to prevent errors taken ?

(5)-3. Manufacturing hygiene control standard ¢ode

(3)x4.

51. Does each manufacturing plant have a manufacturing hygiene control standard code covering

necessary matters 7
52. I the manufacturing hygiene control standard code used properly ?

53.  Are necessary revisions and regular reviews made, and measures to prevent errors taken ?

Quality control standard code

S)-5.

(3)-6.

54-1. Does each manufacturing plant have a quality control standard code covering necessary
matters ?

54-2. In the case where pharmaceutical products that are easy to disperse and cause anaphylaxis in
very small amounts are manufactured, are all the necessary matters covered in it ?

54-3. In the case where sterile preparations are manufactured, are all the necessary matters covered
init?

55.  Is the quality control standard code used properly ?

56.  Are necessary revisions and regular reviews made, and measures to prevent errors taken ?

57. In the case where testing is not conducted at the relevant manufacturing plant, is the measure
referred to in it ?
Manufacturing directions

58-1. Are all the necessary matters covered in the manufacturing directions ?

58-2. In the case where blood preparations that do not constitute a lot are manufactured, are all the
necessary matters covered in it ?

Testing protocol

59.  Are all the necessary matters covered in it ?

(6) _ Arrangement and retaining of records

(6)-1.

Records of manufacturing control

_34 _



(6)-2.

(6)-3.

60. Does the record show that manufacture was carried out according to the manufacturing
directions ?

61-1. Is the record of manufacturing prepared for each lot ?

61-2. In the case where biological preparations are manufactured, are all the necessary matters
recorded ?

61-3. In the case where blood preparations that do not constitute a lot are manufactured, are all the
necessary matters covered in it ?

62.  Are receipts, supplies and storage of starting materials, in- process materials, drug products
and labeling and packaging materials recorded as prescribed in the drug product standard
code and the manufacturing control (manufacturing hygiene control) standard code ?

63.  Is manufacturing control checked by the manufacturing control manager ?

64. Are there records that the manufacturing control manager checked the propriety of
manufacturing control ?

65. Does the manufacturing control manager report in writing to the product security pharmacist
that manufacturing control was properly implemented ?

66. Is it recorded that the product security pharmacist checked such report ?

Records of quality control

67. Is it on record that testing was conducted on the basis of the quality control standard code and
the testing protocol ?

68-1. Are results of quality control recorded for each lot or control unit ?

68-2. In the case where blood preparations that do not constitute a lot are manufactured, are
necessary test results recorded ?

69.  Are test results recorded as prescribed in the quality control standard code ?

70.  Are the methods of testing and the method of evaluating test results right ?

71.  Are raw date retained ?

72.  Are there records of checking the testing facilities to keep them in order ?

73.  Are there records of stability testing of products ?

74.  Are qualities of test reagents known through the records of preparation, records of testing,
etc. ?

75.  Does the person in charge of testing check such records ?

76.  Are there records that the quality control manager evaluated test results ?

77.  Does the quality control manager report in writing on test results to the product security
pharmacist and the manufacturing control manager ?

78.  Did the product security pharmacist and the manufacturing control manager check what was
reported in writing by the quality control manager ?

Maintenance of records

79.  Are records of manufacture, storage, receipts and supplies and manufacturing hygiene

retained for the prescribed periods of time ?
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80.
81.
82.

Are such records kept available for ready reference ?
Are records of testing retained for the prescribed periods of time ?

Are such records kept available for ready reference ?

(7) __Manufacturing operations

83.  Are manufacturing operations carried out properly according to the prescribed procedures ?

84.  Are starting materials, labeling and packaging materials, in- process products and drug
products handled properly according to each standard code ?

85.  Are starting materials and drug products that do not conform to specifications handled as they
should be according to each standard code ?

86.  Are labeling and packaging materials handled properly ?

8 uality control work

87. I the quality control work carried out properly according to the prescribed procedures ?

88.  With regard to the items of tests that relevant manufacturing plant is not allowed to conduct,
are the tests on them conducted elsewhere according to the procedures prescribed in the
quality control standard code ?

89.  Are reference products preserved in proper condition according to the product standard code,
the quality control standard code, etc. ?

90. Are reference products preserved in adequate amounts for the prescribed periods of time

according to the product standard code, the quality control standard code, etc. ?

{9) _ Release of products

91.
92.

Are products released and distributed properly ?
In the case where finished products are transported to the distribution center before their tests

have been completed, are they put under proper control at the distribution center ?

(10) Complaints procedure

93.
94.

95.

96.

97.

Addition

Is any system established to cope with complaints rapidly ?

Are any measures taken to investigate the causes of complaints and to remedy them
( including replacements, returns, recalls etc.) by coping with them rapidly ?

Do all the manufacturing plants keep records of complaints procedure involving quality of
drugs ?

Does the record of complaints procedure cover all the necessary matters including checking
of complaints procedure by the product security pharmacist ?

Is the record of complaints procedure retained for three years from the date of its

preparation ?

Is validation properly conducted?
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(Reference 13)

Drugs, etc. To Be Approved by Prefectural Governments

[. Approval-Related Items
Fiscal | # |Date of Name of the group of drugs Remarks
year deligation | exhibiting the same effects, etc.

1970 | 1 |Nov.1, Cold medicines
g 1970
L] 1972 | 1 (Jan.1, Aantipyretics/analgesics
1973
1984 | 2 |Jun. 1, Antitussives/expectorants
1984
Ditto Purgatives
1985 | 1 jApr. 1, Antivertigo drugs
1985
1986 | 2 |Apr. 1, Medical gases (Liquid oxygen, liquid nitrogen, and nitrous oxide)
1986
Aug. 1, Ophthalmologic drugs
1986
1988 | 2 |Apr. 1, Formulations with vitamins as
1988 main ingredients
Ditto Enemas -
1989 | 1 |Apr.1, Anthelmintics
1989
1991 | 1 |Apr. 1, Nasal drops for nasitics
1991
1995 | 1 |Jun. 1, Oral drugs for nasitics
1993
1995 | 2 Apr. 1, Gastrointestinal drug/
1989
Ditto External drugs for the treatment
of hemorrhoids
1998 | 1 [May.15, Medications for athlete’s foot and
1998 ringworm
o | 1985 | 2 |Apr1, Sterile cotton
§ 1985
o Ditto Menstruation-related articles
g
1994 | 3 |Jun.20, Hair dyes,
1994
Ditto Per t wave agents,
Ditto Medicated toothpas
1999 | 2 {Mar31, Stomachic remedy
11999
Ditto Vitamin preparation

E’ % 1985 | 6 |Apr. 1, Spectacles for vision correction

oS 1985

28

# The number of groups of drugs with the same drug cffects

I.

NewhA LN e

License-Related Items (excluding things required for some pharmaceuticals)

Business licensing

The renewal of licensing

The renewal of license certificates

The resistance of license certificates
Supplementation (change) of the product item
The approval of managers

The notification of abolishment, etc.
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(Reference 14)

“ No Drug Abuse” 5-year Project in Osaka Prefecture,
(Drug Abuse Eradication Campaign)

Objectives

Our society faces a serious situation of the 3rd Period of Drug Abuse that has expanded
to the juveniles.  Thus, countermeasures of enlightenment, prevention from
recommitting, and rigid enforcement of the regulations shall be reinforced to end the
3rd Period within 5 years.

3 Strategies and 26 Tactics
I. Enlightenment activity is aggressively promoted to prevent the juveniles from abusing
drugs.
A. To systematize civilian organizations to enlighten the juveniles not to abuse drugs
B. Training of instructors by volunteers for prevention of drug abuse
C. To instruct primary school children about drug abuse
D. To rigorously educate junior and senior high school students about drug abuse
E. To enlighten working youths and college students
F. To deepen and expand enlightenment of parents
G To induce enlightenment caravan cars to Osaka for prevention of drug abuse
H. To promote internal communication with Asian countries for prevention of drug abuse
1. To promote the enlightening activities in collaboration with mass media
J. To research and investigate the effective enlightening methods

II. Extensive fulfillment of consultations and medical cares for prevention from
recommitting of drug abuse

K. To deepen and expand consultation contents at the health center

L. To deepen and expand consultation duties of the juvenile protection and guidance center

M. To upgrade and expand the system for consultation and medical examination at the
integration center for sound mind, etc.

N. Arrangement of preparedness to receive addicts

O. Arrangement of networks with civilian medical institutions

P. Exhaustive education to prevent from recommitting drug abuse during rehabilitation

Q. Collaboration of the self-helping groups from drug dependence

R. To deepen and expand consultation duties of addict consultants

S. Expansion of the drug abuse-preventing activity-supporting teams

T. To research the therapeutic manuals

U. To investigate systems for rehabilitation

II1. Exhaustive and rigid enforcement of regulations to root out violations

V. Exhaustive and rigid enforcement of regulations for illicit traffic organizations

W. Exhaustive and rigid enforcement of regulations for smuggling

X. International collaboration with the related agencies in foreign countries to watch and
enforce the regulations

Y. To exhaustively expose the drug-abusing criminals including juveniles

Z. Exhaustive supervision of agencies with license
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Regulations for Manufacturing Control and Quality
Control of Ethical Extract Products in Kampo
Medicine (Oriental Medicine) Formulations

(Self-imposed regulations of Japan Chinese-Medicine Manufacturers Association)

Chapter 1 General Provisions

<Purpose>
The purpose of the Regulations is to assure quality of ethical extract products in

Kampo medicine formulations by establishing requirements for the manufacturing
control and quality control, mainly of raw matenal crude drugs, in the manu-
facturing process for such products, and in conformity with the Regulations for
Manufacturing Contral and Quality Control of Drugs (hereinafter referred to as

“GMP Regulations”).

<Scope of application>
The Regulations shall apply to any manufacturing plant for ethical extract

products in Kampo medicine formulations and to that for extracts for such products.

<Definitions>
The definitions contained in the Japanese Pharmacopoeia (JP), Standards for

Non-pharmacopoeial Crude Drugs (Non-JP Crude Drug Standards) and the GMP
Regulations shall be applicable to the general terms used in these Regulations. The
following definitions of terms apply to these Regulations:

“Extract for Kampo medicine formulations” means an extract used as raw
material for prescription extract products in Kampo medicine formulations.

“Designed quality” means a quality as described in the letter of manufacturing
(import) approval of an extract for Kampo medicine formulations established
in accordance with the standard decoctions stipulated in. “Requirements for
Prescription Extract Products in Kampo Medicine Formulations” [PAB/
ERD-2 Notification No. 120 (May 31, 1985)].

“Indicator ingredient” means an ingredient used as an indicator for the
assurance of the equivalence of the extract for Kampo medicine formulations
and finished product to the standard decoction.

“Self-determined ingredient” means an ingredient, other than the indicator
ingredient, determined quantitatively by the manufacturer at his own

discretion.



<Crude drug (or herbal material) control manager>

The manufacturer of the extract for Kampo medicine formulations, as stipulated
in the GMP Regulations, shall designate a manufacturing control manager and a
quality control manager under the product security pharmacist, and a crude drug

control manager under the quality control manager.
The quality control manager may be at the same time the crude drug control

manager.
1) The crude drug control manager shall have the following qualifications:
(1) Having professional knowledge on crude drugs and an ability to form a
qualitative judgment of crude drugs.
(2) Having abundant knowledge from practical experience on the treatment of
raw material crude drugs.
2) In order to provide practical quality assurance of raw material crude drugs, the
crude drug control manager shall perform the following duties by himself, or if
necessary, by a designated person.

(1) Method of sampling of raw material crude drugs.
(2) In the process of the analysis and testing of raw material crude drugs,

evaluation of the results of differentiation (including differentiation of
morphological quality).

(3) Education and training of personnel handling raw material crude drugs.

(4) Miscellaneous duties for the quality assurance of raw material crude drugs.

Chapter 2 Quality Assurance of Raw Material Crude Drugs

For the quality assurance of raw material crude drugs, there shall be the drug
product standard code, manufacturing control standard code and quality control
standard code, describing necessary matters in the light of JP, nonJP Crude Drug
Standards, other official standards, related official notifications and the latest

scientific levels, as well as the following matters:

<Drug product standard code>

1) Specifications and test method
(1) For a crude drug containing an indicator ingredient and a self-determined

ingredient, a method of determination and content limit of such ingredients
shall be settled.
(2) Grading test of cut crude drugs.

(3) Differentiation test.
(4) Any test deemed necessary in the light of related official notifications and

the latest levels of science and technology, on a full understanding of the
concept of the original text of Kampo medicine.

2) Requirements in the commission of cutting processing of crude drugs
In addition to “Requirements for Commissioned Manufacture of Drugs etc.”

(PAB Notification No. 234, March 12, 1986), the following requirements shall be

taken into consideration:
(1) Before commissioning, the quality of whole crude drugs shall be assured on

commissioning person’s responsibility.
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(2) Standards for receipt of cut crude drugs shall be established, and analysis
and testing of such products shall be performed accordingly upon their

receipt.
3) Requirements in purchasing cut crude drugs
When cut crude drugs are received, the quality of whole crude drugs shall

be assured on the basis of the results of analysis and testing of whole crude
drugs submitted by the supplier.

<Manufacturing control standard code>
1) Lot control (of whole land cut crude drugs)
The lot control shall be kept, in principle, by the unit of receipt. It shall also
be kept by the place of production, packaging form, appearance, etc. of the crude
drug, and, if necessary, the crude drug shall be controlled for each lot.

2) Storage control
(1) Appropriate standards for facilities, methods and conditions of storage shall

be established and followed for prevention of contamination and deterioration

due to fungi, insects, rodents, etc.
(2) Fumigation shall be performed according to JP General Rules for Crude

Drugs.
The record of fumigation shall be retained for three years.

<Quality control standard code>

1) Method of sampling
An appropriate method of samplmg for the analysis and testing shall be

established for each crude drug in consideration of its conditions such as the
place of production, appearance, distribution and packaging form.

2) Re-analysis and retesting
Raw material crude drugs (whole and cut), when stored for a long period,

shall be stored in conformity with the standards of re-analysis and retesting
established for that purpose in consideration of the properties of the crude drugs.
3) Retention of reserve samples of crude drugs
The reserve samples of crude drugs consisting of at least twice the quantity
necessary for the analysis and testing required shall be retained for each lot
under appropriate conditions for three years after the date of manufacture of the
extract for Kampo medicine formulations.
4) The records shall be accumulated and kept in good order for the quality

assurance of crude drugs.

Chapter 3 Manufacturing Control and Quality Control in the Manufacturing
Process of Extract for Kampo Medicine Formulations

With good understanding of original texts of Kampo medicine, facilities for
stable manufacture of extracts for Kampo medicine formulations equivalent to the
designed quality described in the letter of manufacturing (import) approval shall be
established; manufacturing conditions and methods fulfilling that purpose shall be
devised; and the quality of the extract shall be assured in the light of the designed

auality by a scientific evaluation.



In order to attain the above purposes, the drug product standard code,
manufacturing control standard code, manufacturing hygiene control standard
code, and quality control standard code shall be prepared, describing the following

information:

<Drug product standard code>
1) Manufacturing method and process for each product
“Method and process” in the above include the following information:
Standard charge-in quantity, extraction condition, concentration and
drying conditions, sieving, mixing conditions, storage conditions.
2) Amount and rate of yield in each manufacturing process
(1) The range of the amount and rate of yield shall be given in consideration of
raw material crude drugs and the production scale.
(2) The assurance of designed quality of the manufactured extract for Kampo
"medicine formulations shall be verified.
3) Specifications and test method for the extract for Kampo medicine formulations

<Manufacturing control standard code>
1) Manufacturing control
(1) Control of solvents for extraction.
(2) Prevention of contamination.
(3) Regulations for routine control and regular control.
(4) Other matters concerning manufacturing control.
2) Requirements for a change in facilities, manufacturing method, etc.
(1) Confirmation of designed quality.
(2) Measures to be taken after confirmation and evaluation.

<Manufacturing hygiene control standard code>>

1) Manufacturing hygiene control
(1) Hygiene control of working personnel
(2) Hygiene control of manufacturing room, facilities and utensils

<Quality control standard code>
1) Retention of reserve samples of extract for Kampo medicine formulations
The reserve samples consisting of at least twice the quantity
necessary for the analysis and testing required shall be retained for each lot
under appropriate conditions for three years after the date of manufacture.

Chapter 4 Record of Manufacturing Process of Extract for Kampo Medicine
Formulations

A record describing clearly the manufacturing control, manufacturing hygiene
control and quality control shall be maintained, and it shall be retained for three
years after the date of manufacture of the finished product with use of the extract.
The matters to be recorded shall be selected in consideration of the matters required
in the GMP Regulations; and the following matters shall be added:



1)

Lot number and amount of raw materials
When raw material crude drugs in two or more lots are mixed, the lot

numbers, amounts, as well as the composition (amounts of raw materials) shall

be recorded.
When a previously mixed crude drug is used as raw material, a new lot

number shall be assigned.
Recording matters in the manufacturing process of extract for Kampo medicine

formulations
(1) Weighing process

(2) Extraction process
Number of the extracting machine, charge-in quantity, amount of

solvent for extraction, time for raising temperature, extraction temperature,

extraction time.
(3) Concentration process
Number of the concentrating machine, concentration temperature, con-
centration time. '
(4) Drying process
Number of the drying machines, drying temperature, drying time,
amount of dried extract.
(5) Other recording matters in each process

Chapter 5 Contract Between Manufacturer of Extract for Kampo Medicine

Formulations and Manufacturer of Finished Product

In the case where the manufacturer of an extract for Kampo medicine

formulations is not at the same time the manufacturer of the finished product, the
manufacturers shall conclude a contract beforehand for supply and receipt of the
extract, and establish standards concerning the following matters, so that the
quality assurance of the extract is maintained.

1)
2)

3)

4)

9)

Confirmation of the letter of approval of the extract
Manufacturing control of the extract
Confirmation of the conditions of the manufacturing control.

Quality control of the extract

(1) Presentation of the test method and establishment of the standards for
supply and receipt.

(2) Confirmation of the test results.

Transportation of the extract

(1) Quality and form of containers and packaging materials.

(2) Consideration shall be given for prevention of deterioration of the extract

during transportation.

Supply and receipt of the extract

(1) Record of supply and receipt shall be maintained by lot.

(2) The manufacturer of the extract, when supplying the extract, shall attach
the manufacturing process record of the extract after consultation with the

manufacturer of finished product.



6) The manufacturer of finished product shall confirm, when necessary, records
concerning manufacturing control, manufacturing hygiene control and quality
control submitted by the manufacturer of the extract.

7) In preparation for doubt aroused about the quality, a haison manager (in the
quality control unit) shall be designated on both sides for the maintenance of

close communication.
8) Records shall be retained for three years.

Chapter 6 Manufacturing Control and Quality Control of the Process of
Preparation of Finished Products

In the process of preparation of finished products, the GMP Regulations and the
Regulations for Buildings and Facilities for Pharmacies etc. shall be followed. At the
same time, in consideration of the fact that the extract for Kampo medicine
formulations is a rich nutritive source for microorganisms, manufacturing control
shall be maintained with special attention being paid to the prevention of microbial

contamination.
Chapter 7 Analysis and Testing of Finished Products

The quality assurance of finished products shall be maintained not only by the
specifications and the analysis and testing described in the letter of approval, but
also by the guidelines specially established in the light of the latest scientific level. At
the same time, efforts should be made for the development of new evaluation

method.
1) The tests required in addition to the specifications and analysis and testing in

the letter of approval may include the following:
(1) A quantitative test of ingredients under control other than ingredients

conforming to the specifications for approval.

(2) Microbiological test.
(3) Physical test.
(4) Other test.

Chapter 8 Complaints

As stipulated in the GMP Regulations, an appropriate measure shall be taken
quickly upon receipt of a complaint. The manufacturer of the prescription extract
product in Kampo medicine formulations shall investigate not only into his
manufacturing plant, but also into the manufacturer of the extract for Kampo
medicine formulations used and raw material crude drugs and the trader of the

crude drugs, and take appropriate measures accordingly.
The record of complaints shall be retained for three years after the date of

preparation of the record.

Chapter 9 Imported Products

Imported products shall be subject to the same regulations as those for the
domestic products so that their designed quality is assured.

57
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