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Note for Assuring Quality of Efficacy Pharmacology Studies

Original Japanese version issued on January 7, 1999
English translation revised on March 23, 1999
JPMA/JSQA

Note for Assuring Quality of Efficacy Pharmacology Studies

The quality of new drug application documents are reviewed by the ’’0Organization
for Drug ADR Relief ,R & D Promotion and Product Review’’ since April 1997
(Enforcement Regulation, Pharmaceutical Affairs Law, Articlel8-4-3).

Concerning such documents, the organization issued a warning that their quality
is often impaired for lack of conformity between reported and raw data.

Since document quality is an important issue, the Non—Clinical Evaluation
Sub—committee of the Drug Evaluation Committee of the Japan Pharmaceutical
Manufacturers Association (JPMA) launched a Quality Assurance Project Team in
September 1997, and conducted a survey of actual efficacy pharmacology study
documentation. Accordingly the JPMA and the Japan Society of Quality Assurance (JSQA)
voluntarily prepared an appropriate guide document for assuring the quality of new
drug application documents with the aid of expert pharmacologists as presented below

1. Objective
This note describes principles for assuring the quality of data of efficacy
pharmacology studies shown in the new drug application documents.

2. Principles
2.1)Study protocol

« A study protocol must be prepared prior to initiating each study

+ The protocol should include the available information (e.g. title, objective,
study period, test substance, experimental animals, outline of the study
methods, study director)known at the start of the study, and should be
maintained properly

+ The protocol is recommended to be prepared separately from the raw data,
experiment notebooks etc

« When the changes such as modifications of or additions to the protocol become
necessary, such changes should be recorded in protocol together with the data
and recorder’ s name.

2.2)Raw data

« Raw data are defined as the experiment records (e.g. data, names of
experimenters, proper identifications) and observation and measurement
records (e. g. experiment notebooks, worksheets, charts, magnetic records).

« All raw data obtained during the study should be maintained properly.

+ All notes entering to the raw data sheets should be clearly shown with a
hard-to erase manner.

- Correspondence of raw data and the presented data should be made clear with
notes for necessary information.

« When unusual or unexpected events occur, they should be properly handled and
recorded in the experiment notebooks, worksheets, or others.



« The records of calculation processes used for the data analysis should be
saved. When calculation is performed with commercial software (e.g. Excel),
it is necessary to validate the software used and maintain the validation
records.

+ When data are processed by a computer, it is necessary to define either
magnetic records or hard copies (not both) as the raw data

+ Correction of any entry on the raw data sheets should be made in such manner
that the original entry remains readable, the reason for the correction is
clearly shown, and the data of correction and the corrector s name are
identifiable.

2.3)Study reports

+ A study report that accurately reflects the study results should be prepared
at the end of the study and approved by the study director.

« Study reports should consist of a summary, objectives, methods, results, and
discussion, with the study title, study facility, study personnel, test
substances, and study period clearly shown.

« A careful check by the study personnel of the consistency between the report
and the raw data is of particular importance for improving the quality of
the report.

« A double check of the data by a third party should be conducted and the record
thereof should be maintained

« It is also important to check the consistency of the data between the new
drug application documents and study reports.

2.4)Test substance etc.

+ The information on the quality of the test and control substances (e.g. lot
number, purity) should be obtained and the records of the substance used
should be maintained. When the substances are prepared for administration,
records thereof should be provided, and it is to confirm the stability of
the preparations as necessary

+ Concerning chemicals such as reagents that might influence the experiment
results, the names of the manufacturers, lot numbers, and the other
information as appropriate should be maintained

2.5)Animals, cells, and other biological materials
+ The records of animals, cells, and other biological materials used in the
experiments (e.g. order sheets, delivery statements) should be maintained
Also the number of animals received and used should be recorded

2.6)Experiment and apparatus

+ The apparatuses to be used for collecting, measuring, or analyzing data
should be tested, calibrated, and/or standardized properly as necessary

+ When the apparatuses that may directly influence the experiment data(e. g.
polygraph, manometer, spectrophotometer) are used, their proper functioning
at each use by obtaining standard curves, calibrating apparatuses, or
applying internal standards should be confirmed as a rule. In the case of
the apparatus to which such confirmation is not applicable upon each use,
it 1is recommended to conduct periodical confirmation by the users or
specialists and maintain the records.



2.7)Storage of documents

+ Documents such as study protocol, raw data, experiment records, and study
reports should be properly maintained
An appropriate maintaining system (e.g. responsible person, location,
procedures) should be established in each facility
Documents should be stored in a manner to allow easy access and to separate
from other study documents by such as properly labeling the documents
The documents should be kept for the period designated in the Pharmaceuticals
Affairs Law.

(END)
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