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Pharmacology study
Pharmacokinetics study

Application dossier for a new drug must be collected and prepared in accordance with the
Standards of Reliability of Application Data stipulated in Article 43 of the Regulation for
Enforcement of the Pharmaceutical Affairs Law (hereinafter referred to as "the
Standards"). However, there are various methods to comply with the standards.

This checklist was compiled by the Quality Assurance Department of PMDA and industry
groups at the time of the first edition following discussion of key points for verifying the
reliability of the studies used in the approval application dossiers by the applicant to fulfill
the applicant's responsibilities. This checklist does not indicate how PMDA conducts a
paper-based inspection.

When using this checklist, please note that the purpose of this checklist is not to satisfy
the check items, but to provide the materials for comprehensively judging whether it is
reliable as an application document, including scientific validity, based on the confirmation
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Results

Overall judgment : YES or NO

Is this study reliable enough to be used for approval application
?

Check the following items as necessary and judge the reliability
of this study comprehensively.

1 Preparation for the study
1-1 Test substance (including control substance; the same applies
hereinafter)
1)  Are there records of the availability of the test substance?
2) Can the stability or activity of the test substance be ensured
throughout the administration (application) period?
1 -2 Equipment
Are there records for any of the following ?
1) - Is it possible to confirm that the device operates normally by
inspection, etc.?
- Equipment usage records
1 - 3 Rearing management of animals
1)  Are there records of animal arrival and inspection?
2)  Are there animal quarantine records?
3) Are there breeding management records?
4)  Are there records of animal use?
5) If a model was created, is there a record of model creation?
1 - 4 Obtaining and preparation of samples for in vitro studies
1) Are there records of collection and preparation of samples derived
from animals (including humans)?
2) Are there records of acquisition of cells and microorganisms?
3) Are there any management records after obtaining cells and
microorganisms?
2 Conduct of studies
1)  Are there raw data on test results?
2)  Are there test article preparation records?
3) If animals were used, is there a record of grouping?
4) Isthere a record of sample administration or application (treatment)?
5) If you were using cells or microorganisms, are there any records of
cell or microorganism culture?
6) If calculations were made to lead test results, are there any records
that show the contents of calculations, etc.?
7)  If statistical tests were conducted, are there records* of them?




*) Records (internal information): Records and materials that can be
used to confirm the process and results of the test, including how the
statistical test was conducted
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Self-inspection checklist Q&A for non-clinical studies

July 2020
Japan Pharmaceutical Manufacturers Association,
American Research and Pharmaceutical Manufacturers Association,
Federation of European Pharmaceutical Manufacturers Associations
Preface
The “New Drug Compatibility Checklist (Quality/Nonclinical)
Checklist” (hereinafter referred to as the old checklist), the
Pharmaceuticals and Medical Devices Agency (PMDA) previously
published on its website as a reference for confirming whether the
nonclinical studies (pharmacologic studies and pharmacokinetic
studies) that were conducted comply with the reliability standards,
has become widely known. While the old checklist was very useful,
on the other hand, it was based on a strict interpretation that it
would not comply with the reliability standards unless a large
number of check items were satisfied. Thus, it was thought that it
was one of the reasons for the problem that a study is conducted
again only to meet a reliability standard (the re-examination
problem).

To make use for avoiding such re-examination problems, the
contents of the old checklist have been reviewed. As a result, we
have created a "self-inspection checklist for non-clinical studies"
(checklist_ver.1) that focuses on the minimum necessary items to be
checked in order to ensure the reliability of the study, when
applicants confirm the reliability of studies prior to submission of
approval and/or when investigators conduct studies.

In developing the contents of Checklist_ver.1, the Japan
Pharmaceutical Manufacturers Association, the Pharmaceutical
Research and Manufacturers Association of America, and the
Federation of European Pharmaceutical Manufacturers' Associations
held discussions based on the old checklist. This Q&A was created to
supplement the checklist_ver.1.
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By using Checklist_ver.1, it is expected that approval applications
will be smoothly implemented, drugs will be promptly delivered to
the patient's bedside, and unnecessary animal experiments will be
avoided.

However, since the concepts of Checklist_ver.1 and Q&A are
established on the basis of reliability standards up to now, we do not
recommend conducting tests "loosely". We would appreciate it if you
could use the checklist_ver.1 and Q&A not only when conducting the
test in-house, but also when outsourcing the test.

The operation of reliability standards is fostered by the results of the
activities of each company and the Japan QA Study Group, and
changes in social trends, so we will continue to review it in response
to changes in the environment and issues.

Overall Judgment: YES or NO
Is the study reliable enough to be used for approval application?

Q Overall Judgment-1: What is the purpose of the "Overall
Judgment"?

A Overall Judgment-1: This item was newly established based on the
judgment that it is important to record how the reliability of the
study was judged not only by the applicant but also by the person in
charge of the study.

In fact-finding surveys on re-examination problems, the most
common reason for conducting a re-examination was that "it was
originally a test that did not apply reliability standards (it was not
declared to be a reliability standard applicable test before the start of
the test)” was the reason. In the early stages of development, the
possibility to lead to application is not necessarily 100%, so there are
many aspects such as data recording methods and correction
methods that are inadequate.
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However, even in such studies, the aim is to avoid retesting by
retrospectively verifying the validity and reliability of test results. For
this purpose, we have established it for the purpose of recording the
results of internal discussions on processes and methods that allow
applicants to make judgments based on scientific validity and
objectivity as the applicant's responsibility during follow-up
inspections, using the checklist as a reference.

As a result of checking using this checklist, even if all the items are
not satisfied, it is possible to say the overall judgment will be Yes, if
"as a study used for approval application, the purpose and results of
the study can be objectively verified and explained on the basis of
peripheral materials, etc., and scientifically." If each raw data is not
appropriate and accurate, it will be "scientifically unsuitable as a test"
and the overall judgment will be No.

Q Overall judgment-2: Why was the "consignment agreement”,
which was an example of materials to be confirmed in the old
checklist, deleted?

A Overall judgment-2: The consignment contract describes the
responsibilities and arrangements of both the entrusting side and the
entrusted side, and the consideration etc. is agreed. Such
agreements, etc. may not necessarily affect the reliability of the test,
and it is also possible to confirm the content of the test conducted by
the licensor or academia based on the experiment notes, etc. related
to the test.

In addition, regarding the consignor's not making any arbitrary or
inconvenient demands to the consignee, etc., in the case of animal
tests in academia, etc., the results are peer-reviewed and submitted
to international journals etc. that comply with the ARRIVE guidelines,
so they may serve as a reference that the outsourced study was
conducted regardless of the unilateral interest of the consignor.
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Q Overall judgment-3: Why were the “Study protocol, etc.,”
“Standard operating procedure,” and “Approval application
materials,” which were examples of documents to be confirmed in
the old checklist, deleted?

A Overall judgment-3: Primary Pharmacodynamics studies (tests to
support efficacy) conducted in the exploratory stage and early
development are conducted for the purpose of investigating the
mechanism of action and what kind of efficacy it has, and it is
assumed that the test plan will not be created as an independent
document. It is also conceivable that the study may be conducted
without a standard operating procedure (SOP). Therefore, at the
time of applying for approval, there is no problem if the validity of
the test results can be confirmed retrospectively as "study
supporting efficacy" for applications where efficacy has been
confirmed in clinical studies of the product for which the application

ic mada

In addition, the procedures, plans, etc. described in the animal ethics
review are sufficiently helpful. Studies on human tissues are also
considered in the same way. Furthermore, even if there is no SOP,
it may be sufficient to check the procedure actually performed from
the description in the laboratory notebook, etc., and it is conceivable
that the records showing that the equipment used was operating
normally can be determined from the test records using the positive
control. From the above, the checklist_ver.1 did not include the
"test protocol, etc." However, it is not intended that these be
unnecessary, and it is important that even in the absence of these
documents, it is possible to reasonably explain what was done in the
study.
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The purpose of the "approval application materials" is to confirm that
the relevant study has sufficient reliability to be used as the approval
application materials for new drugs. The approval application
materials were deleted as this checklist does not cover the
confirmation of consistency with the approval application materials.
Since it is the applicant's responsibility when applying for approval to
confirm the consistency between the approval application materials
and the records that support it (study plan record, study progress
record, and/or study result record), please check them in the process
of nrenarina CTDs.

1. Preparation for the study

1.1 Test substance (including control substance; the same applies
hereinafter)

1) Are there records of the availability of the test substance?

2) Can the stability or activity of the test substance be ensured
throughout the administration (application) period?

Q Preparation for the study-1: What specific information should be
included in the record of the test substance?

A Preparing for Exam-1: The necessary information is considered to
be at least a record of the source. For example, it would be good if
there is a document that shows the history of manufacturing and
acquisition. In addition, even if there is information such as purity
and activity obtained from exploratory analytical methods that are
not validated because they are in the early stages of development, it
is useful for scientific consideration of the relationship between drug
efficacy and dosage.
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Since the test substance is not always optimized in the exploratory
stage and early development (manufacturing process, master cell
bank, etc.), it is assumed that there may be cases where the identity
between the test substance used in the test and the development
compound cannot be explained. However, it would be good if the
MOA, etc., could sufficiently explain the relationship with the
compounds under development and scientifically explain the
consistency in development as evidence to support efficacy.

If there is no information on the stability and activity of the test
substance at the time of the test, it may be possible to explain that
the stability and activity of the test substance were maintained based
on the presence or absence of pharmacological effects. For example,
it is conceivable that the reaction that supports efficacy continues
throughout the administration period of the animal (the test results
do not set the specifications such as the expiration date of the drug
product). Although it is possible to confirm by retesting after the test
is completed, it is also considered to be one of the useful means to
explain the stability during the usage period by referring to the
stability information of another lot.

Q Preparation for Examination-2: In the old checklist, there were
different sections for the test substances for "pharmacologic studies"
and "pharmacokinetic studies." What caused the distinction to
disappear ? Also, is there anything to keep in mind in
pharmacokinetic studies?

A Preparation for Examination-2: Both studies have the same
concept of reliability, so the distinction is eliminated between the
studies. However, in the old pharmacokinetic study checklist, there
were items specific to labeled substances, but these items are
removed because they are considered to be the same as test
substances used in pharmacological studies.

In addition, Internal Standards (IS), metabolites, Anti-Drug Antibody
(ADA) positive controls, important reagents, etc. used in
pharmacokinetic studies, etc. should be handled appropriately
depending on use so that scientific validity can be explained.
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1.2 Equipment

1) Are there records for any of the following ?

- Is it possible to confirm that the device operates normally by
inspection, etc.?

- Equipment usage records

Q Preparation for Examination-3: What specific information should
be included in the equipment records ?

A Preparation for Examination-3: At the exploratory stage and early
stage of development, we do not always use so-called GLP-controlled
equipment, and the accuracy required for the equipment varies at
each stage. We believe that it is possible to judge from records such
as measurement values of positive control substances and blank
measurements that the equipment used was operating normally.
Depending on the information from the manufacturer and model
information, it may be possible to determine normal operation during
use. Furthermore, if the date and time of use, user, presence or
absence of abnormalities, etc. are described in the usage record of
the equipment or the experiment notebook, it may be possible to
make a judgment based on that description.

1.3 Rearing management of animals

1) Are there records of animal arrival and inspection?

2) Are there animal quarantine records?

3) Are there breeding management records?

4) Are there records of animal use?

5) If a model was created, is there a record of model creation?
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Q Preparation for Examination-4: What specific information should
be included in the records related to animal husbandry management
?

A Preparation for Examination-4: Records of arrival and acceptance
inspection, and animal breeding management records and usage
records for each test unit or facility. Even if all of these records are
not kept, it should be confirmed that the animals were appropriate
before the start of the test, by using the facility's operating
procedures, animal ethics review records etc.

1.4 Obtaining and preparation of samples for in vitro studies

1) Are there records of collection and preparation of samples derived
from animals (including humans)?

2) Are there records of acquisition of cells and microorganisms?

3) Are there any management records after obtaining cells and

microorganisms?
Q Preparation for Examination-5: What specific information should

be included in the records regarding the obtaining and preparation of
samples for in vitro studies?

A Preparation for Examination-5: As for the records of collection and
preparation of samples derived from animals, it is considered
sufficient to have experimental notebooks, etc., including the
preparation process. In addition, even if the information is not
completely covered, it should be possible to check the preparation
process in the relevant SOP or the operation manual attached to the
equipment, etc.

Regarding obtaining of cells and microorganisms, purchase records
can be used as a reference, and it is possible that basic culture data
(doubling time, etc.), which is confirmed after obtaining as a
characteristic analysis, can be used as a substitute for the validity of
cells, etc.

If you can confirm the above information in laboratory notebooks,
etc., it will be a substitute for management records.
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2. Conduct of studies

1) Are there raw data on test results?

2) Are there test article preparation records?

3) If animals were used, is there a record of grouping?

Q Conduct of studies-1: What should be kept in mind regarding “raw
data”, “record of test substance preparation”, and “record of
grouping” ?

A Conduct of studies-1: Regarding the presence or absence of raw
data, it is assumed that raw data is not defined in the early stages of
development, but from the remaining materials, it is important to be
able that the figures adopted can be traced without contradiction
including ancillary information such as the date and the
implementer, and as a result, to understand the origin.

Regarding the preparation record of the test substance, the
conventional checklist, "Is it prepared as described in the approval
application materials?" ” is important.

Grouping records are also related to section 1.3 (animal care
management), but there are cases where animals are used without
grouping. For example, it is conceivable to use small animals in the
order of the serial number assigned at the time of arrival, and large
animals in the order of the breeder's individual number. In such
cases, it would be helpful to be able to explain, from other relevant
records, how the incoming animals were assigned to the study.

4) Is there a record of sample administration or application
(treatment) ?

5) If you were using cells or microorganisms, are there any records
of cell or microorganism culture ?

6) If calculations were made to lead test results, are there any
records that show the contents of calculations, etc. ?

7) If statistical tests were conducted, are there records of them ?
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Q Conduct of studies-2: What should be kept in mind regarding
“records of administration/application (treatment) of sample”,
“records of cell or microorganism culture”, “records of calculations,
etc.”, and “statistical tests” ?

A Conduct of studies-2: Records of conducting a study
(administration (application) records, etc.) and study results must be
properly recorded. In particular, when important records or raw data
that are directly related to the study endpoint have been corrected
or need to be corrected, It must be possible to explain with objective
validity, such as being able to confirm the reason for the correction
from the records before and after.

"Calculations, etc." includes aggregations such as average values and
standard deviations, but if such calculations are performed, it is
important to be able to confirm what formula was used to calculate

them

Others

Q Others-1: Why “7) Whether other tests were conducted according
to the test items, test methods, and test conditions described in the
application materials” and “8) If corrections have been made to the
raw data of important study results, whether the reason for the
corrections is provided along with the raw data and corrections were
appropriate" in the old checklist, were deleted ?

A Others-1: Checklist_ver.1 confirms whether or not there are
records, but only direct records are not necessarily required. If there
are direct records, applicants and study personnel need to judge
whether or not they can be used objectively, and even if there are
no direct records, they need to judge whether peripheral information
can be substituted. Since the contents of 7) and 8) in the old
checklist were of course confirmed in the process leading up to this
judgment, they were not considered as independent confirmation
items in checklist_ver.1.

Please refer to A-Examination Implementation-2 for notes on
correctina raw data.
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Q Others-2: Why were the description regarding application
materials, which was included in multiple confirmation items in the
old checklist, deleted ?

A Others-2: Although it overlaps with A Overall Judgment-3,
checklist_ver.1 is for judging whether non-clinical studies should be
submitted as new drug approval application materials.

Application materials are not judged on a single study basis, but are
prepared and quality-controlled by each company's SOP under the
Pharmaceuticals and Medical Devices Law, so they are excluded from

this checklist.
End
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