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Q&A concerning the GMP for Investigational Products
(Draft)

Chapter 1 General Provisions

1. Purposc

(Q1) It is stated “to protect subjects (rom defective investigational products by ensuring the quality of

investigational products.” Specifically what can be considered?

The prevention of the occurrence of hazards attributable to manufacturing errors (e.g., mistakes in critical
processes such as sterilization, contamination or cross-contamination., mix-up or mislabeling) or hazards
caused by deteriorated products attributable to the inadequate quality of raw materials or ingredients that

subjects may suffer.

(Q2) The term “consistency™ 1s used. What does 1t specifically mean?

The term “‘consistency” used here refers to the insurance of the level of quality at which while there is a
scientifically sigmficant difference, common points and differences between the two products and the

causal relationship to them are identified.

| (Q3) The term “equivalency™ is used. What does 1t specifically mean?

The term “equivalency”™ used here refers to the insurance of the level of quality at which there 1s no
scientifically significant difference in safety or efficacy between the two products and they can be

determined to be almost the same.

2. Scope of Application

(O4) What kind of person does the sponsor refer to? 1

The sponsor refers to “the person who sponsors a clinical trial” specified in Article 2, Paragraph 16 of the
GCP Ordinance.
The sponsor used m the Standards is not limited to special persons such as the president or a person

responsible for the clinical trial notification.

(Q35) Is it acceplable to produce an investigational product at an authorized plant of a drug manufacturer?

Yes. 1t 1s acceptable.
A sufficient amount of evidence of an investigational product such as its toxicity, pharmacological actions
and sensitization may not be obtained in some development phases; therefore, full attention should be paid to

cross-contamination with other drugs, ctc. and matters specific to the investigational product.

| (Q6) How should investigational drug substances be handled?

As for the handling of drug substances based on the GMP for drugs. investigational drug substances shall
be controlled m a stepwise manner {rom a starting material and intensively managed from the process having

a major effcct on the quality of the investigational drug substances in accordance with the GMP for
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investigational products.

L(Q?) Is it allowed to produce an investigational drug substance at more than two manufacturing plants?

Yes, it is allowed. However, the GMP for investigational products is applicable to each manufacturing

plant.

(Q8) When a comparator or placebo is purchased from another company, are the Standards applicable to

it?

Yes, the Standards are applicable. Article 2 of the Ministerial Ordinance on Good Clinical Practice
(Ordinance No. 28 of the Ministry of Health and Welfare (MHW) in 1997; hereinafter referred to as the
“GCP Ordinance™) specifies that “the ‘investigational product’ refers to a test product and comparator
(limited to those used in clinical trals™, and the “‘comparator’ refers to a drug. medical substance or other
substances used as a reference in clinical tnals or postmarketing clinical studies for the purpose of

comparison with a test product.”

(Q9) A clinical trial 1s planned to be performed in a foreign country, but the investigational product (drug
preparation) to be used 1s to be manufactured in Japan and exported from Japan. In this case, will the
GMP certificate be issued in accordance with the GMP for investigational products?

A GMP certificate (letter format) can be issued for countries with which a bilateral arrangement

(Memorandum of Understanding) 1s concluded.

3. Basic Concepts

(Q10) When the Standards are ignored, or major deviations from the Standards are made, is there any

penalty?

The Standards specify standard methods and other relevant matters for the methods of manufacturing
control and quality control, and buildings and facilities of investigational products used for clinical trials.
The Standards do not prevent adaptation of other methods, etc. as long as they are equivalent to or better than
those specified therein.

However, when the appropriate methods of manufacturing control and quality control and necessary
buildings and facilities are not cnsured by ignoring the Standards, and the provisions of Article 17, Paragraph
1 or Article 26-3 of the GCP Ordinance are found to be violated, the condition is handled as a violation to the
GCP Ordinance. In such a case, a penalty pursuant to the provision of Article 87 of the Pharmaccutical
Affairs Law (hereinafter referred to as “PAL") is applied to the sponsor. In addition, actions that the Minister
of Health, Labour and Welfare can take against the sponsor, etc. such as provisions that the Minister of
Health, Labour and Welfare can terminate clinical trials and give other necessary instructions are stipulated
in each item of Article 80-2 of PAL pursuant to Article 80-2, Paragraph 9 of PAL. Furthermore. the results of
the concemed clinical trial are deemed to be a violation of Article 14, Paragraph 3 of PAL; thus, they cannot

be used as an approval review document for approval application.
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(QI11) It is stated in Section 3.1 that “since the Standards are applied to a period important for drug
development, they should be used as part of quality management focusing on product lifecycle.” Is it
necessary to comply with the ICH Q9 (Quality Risk Management) and ICH Q10 (Pharmaceutical Quality
System)?

The ICH Q9 (Quality Risk Management) presents specific examples of principles and procedures for risk
managcement that can be adopted to vanous aspects of the quality of drugs, and the GMP for investigational
products does not necessarily require adherence to it. However, its concepts are important, and the
application of ICH Q9 by the sponsor as necessary is likely to consolidate the quality of a future marketing
product and its assurance. The starting point should be determined on judgment of a company. For instance,
it can be specified at a stage after a phase where the investigational product is targeted as the development
candidate. that is a phase where the assurance of consistency between the investigational product and the
product after marketing is considered necessary.

If the ICH Q10 (Pharmaceutical Quality System) 1s agreed upon, a concept almost the same as the above

idea may be applied.

(Q12) The phrasc “rationales for cstablishment of the design quality and product quality of the

investigational product” is mentioned in Section 3.3. The statement seems to be conscious of the ICH Q8

(Pharmaccutical Development). [s it necessary to comply with the ICH Q8?

The Q8 (Pharmaceutical Development) is intended to present a guide to drafting the “Pharmaceutical
Development™ section for drug preparations that are defined in the scope of application of CTD Module 3.
The GMP for investigational products docs not require to always comply with the Q8. Nevertheless, it is
important to consider its principles from the perspective of accumulating technical information in new drug
development. What is required in this section is not simply the necessity for adherence to the ICH Q8. The
scction describes how technical information of an investigational product in development phase should be
passed on to the future marketing product when processing change control, as well as the importance of how

the said information should be controlled.

4. Definitions

(Q13) The term “manufacturing plants for investigational products™ is used in Section 4.7. How is il

different from the “manufacturing site™ used in the GMP for drugs?

In order to make clear the distinction from sites authorized for drug manufacturing pursuant to PAL. the

term “manufacturing plant” was uscd.

(Q14) What factors can be considered for qualification? To what extent should qualification be performed

in the development phase?

Qualification is classified into the following four stages according to its status: DQ (Design Qualification).
1Q (Installation Qualification), OQ (Operational Qualification) and PQ (Performance Qualification). What
type of and to what extent qualification needs to be performed for manufacturing control and quality control
of an investigational product should be independently determined based on the quality and the level of data

reliability required for the stepwise development phase of the investigational product.
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5. Manufacturing Department and Quality Department of the Investigational Product

(Q15) It is specified that for each manufacturing plant for mvestigational products. an investigational

product manufacturing department and an investigational product quality department shall be established.

[s it acceptable to appoint one person each for such departments?

The number of staff for ecach department may vary according to the scale of the company and the number
of items. Thus, it is acceptable to appoint one person each if there is no conflict in activities and the
departments function well. However, even in such a case, quality department staff arc required to be

capable of objectively evaluating activities performed by a manufacturing department.

(Q16) Is it necessary to form a GMP system at each of the manufacturing plants if an investigational

product manufacturing department and investigational product quality department are separately located

at different manufacturing plants but belong to the same company?

In principle, a GMP system for an investigational product should be established at each manufacturing
plant. However, this is not applicable to cases where manufacturing plants belong to the same company. If
each department functions well without conflict, they can fully cooperate with each other, and there is a

rcasonable rationale for managing the departments at each manufacturing plant.

(Q17) When one item is manufactured by the samc company but at more than one manufacturing
department of manufacturing plants, is it acceptable to control them as one manufacturing plant for the

investigational product?

In principle, a GMP system for an investigational product should be established at each manufacturing
plant. In the questioned case, it can be interpreted that the manufacturing plant for the investigational product
performing the pre-process is producing the product upon request from the manufacturing plant for the
investigational product performing the post-process in the company: thus, a GMP system for the
investigational product should be established in such a way that responsibilities in each process can be
fulfilled.

(Q18) It 1s stated that an investigational product quality department should be established. Is it acceptable
to consider it a synonym of “quality department” (quality assurance department + analysis and testing
department) in the GMP for drugs? Or is it intended to use a different term from the original “quality
control department?”

It is a svnonvm of the “quality department” (quality assurance department + analysis and testing
department) in the GMP for drugs and does not refer only to the analysis and testing department as like the
original “quality control department.”

(Q19) Is it acceptable to take the form of separately establishing a quality assurance department and an
analysis and testing department for the investigational product quality department as in the “Guidelines
for GMP for drug substances™ (Notification No. 1200 of the Pharmacecutical and Medical Safety Burcau
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| (PMSB) dated November 2, 2001)?

The investigational product quality department can be formed with scparate quality assurance, and

analysis and testing departments as along as it functions independently from the Investigational Product
Manufacturing Department. When radioactive substances with extremely short half-lives used for nuclear
imaging by PET(Positron Emission Tomography) arc uscd in clinical trials in the early exploratory phase, the

form of the department can be flexibly managed based on their specificity.

(Q20) The entirc manufacturing of an investigational product is contracted out so that the sponsor
(company) does not perform production. In this case, is it required to establish an investigational product

manufacturing department?

It is not necessary to build an investigational product manufacturing department. However, even in the
casc where all manufacturing processes of an investigational product are outsourced, and the sponsor does
not carry out any manufacturing activitics of the investigational product, the sponsor shall review whether or
not manufacturing control and quality control arc properly performed by the contractee of the mvestigational
product, and then the investigational product should be released to the clinical department of the sponsor.
Because of this, an investigational product quality department which assesses the releasability of an

investigational product shall be established to perform proper control and management.

6. Control of Investigational Product Release

L(Q2 1) Are requirements for qualification necessary for the person who decides the releasability?

No special qualification is required. However, the person should have adequate education and training and
have knowledge and experience in clinical trials and in the manufacturing control and quality control of the
investigational product because the said person nceds to be familiar with overall manufacturing of
investigational products, for example, a pharmacist or a person who has completed an advance course
majoring in pharmacy, medicine, dentistry, veterinary medicine, agriculture, science or engineering at a
university, a college or a professional college under the former education system, a university or a technical
college under the School Education Law. These arc not nccessarily essential requirements nor limit

appointment of persons with other qualifications.

7. Documents on the Investigational Product

(Q22) Is it acceptable to directly use the document onginally titled “Investigational product master
formula”” Is it also acceptable to specify the document with the title “Investigational product master

formula?”

The development phase i1s a stage mtended to “standardize™ cach matter concerning an investigational
product; thus, “Investigational product ‘master formula’™ is not appropriate as the document title. It was
referred to as “The document on the investigational product” to imply that 1t 1s a document organizing the
quality information of an investigational product which has been collected to that point. Therefore, the
document corresponds to the original investigational product master formula in terms of the contents, and it

is acceptable to simply use the original title, namely “The investigational product master formula™, in the
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company.

(Q23) How should the scopes of manufacturing processes and manufacturing procedures that should be

presented in the document on the investigational product by the sponsor be considered?

In principle, a series of manufacturing processes from the drug substance, drug preparation to packaging
and their procedures should be presented. However, for example, when necessary information cannot be
obtained from the supplier of the drug substance, etc., it is acceptable to present simplified texts based on
limited available information by mentioning the source of the information and the reason for unavailability
of data. When the drug substance 1s registered in the master file, manufacturing procedures can be provided
by mentioning its registration number.

However, when the sponsor performs manufacturing processes or contracts out all or part of the
manufacturing processes at his or her responsibility, the manufacturing procedures for the concerned
processes should be presented. For the document on an investigational product that is not targeted as a
development candidate in the carly exploratory phase, it is acceptable to provide details appropriate for the

purpose of the concerned clinical tral.

(Q24) When investigational products excluding comparators are manufactured, but the manufacturer does
not serve as the sponsor, how should the scopes of manufacturing processes and manufacturing

procedures that should be presented in the document on the investigational product be considered as the

manufacturer of the investigational product?

It is acceptable to provide only matters concerning manufacturing processes that the investigational
product manufacturer carries out regardless of the sponsor outsourcing manufacturing. For contract
manufacturing, it is specified in Section 20.3 that “the contractee of the investigational product only needs to
prepare the documents describing the matters concerned with the manufacturing process he or she is in

charge of ™

| (Q25) What should be presented in the document on the investigational product for a comparator? ]

Information on ingredicnts, quantities, specifications and test methods, manufacturing procedures. and
other necessary matter that can be obtained from the supplier, cte. should be presented in addition to the

manufacturing procedures for packaging and labeling that he or she carries out,

(Q26) When a comparator is obtained from another company or from the market, it is difficult to provide

ingredients, quantities, specifications and test methods. What should be done?

Even in the case where a comparator 1s obtained from another company or from the market, matters

concerning specifications and test methods for receiving inspections should be presented.

(Q27) There are numerous matters to be presented in the document on the investigational product. Is it

acceptable to publish it in separate volumes as long as data are searchable?

It can be controlled as separate volumes as long as, for example, an index or reference numbers are
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presented in the document on the investigational product, and target items are casily scarchable.

(Q28) Is it necessary to provide “a summary of the clinical trial” in the document on the investigational

product?

The summary is not always required. However, it is preferable to provide the summary if possible because
it can be used for reviewing in what clinical tral the investigational product is to be used. When preparing
the said item, it is sufficient to briefly state the phasc of the clinical trial, study design, target discase, dosage
and administration, etc. and the purpose of usc of the investigational product, The protocol or investigator’s

brochure specified in Articles 7 and 8 of the GCP Ordinance, respectively, can be also used.

(Q29) When manufacturing procedures, specifications or test methods mentioned in the document on the
investigational product are slightly changed with the progress of the clinical trial, is it acceptable to

collectively file the manufacturing procedures, specifications and test methods after ensuring

correspondence with the product lot without making a revision each time?

When making changes in the manufacturing procedures, specifications or test methods, revisions need to
be made beforchand. However, a few manufacturing procedures, which may be selected with a change of the
manufacturing scale of the investigational product, can be prespecified in the document on the
investigational product. In such a case, the actually adopted manufacturing procedure should be indicated in

manufacturing records.

(Q3()) When using an investigational product with different contents in one clinical trial, 1s it acceptable

to control the document on the investigational product, etc. as one document?

It is acceptable as long as necessary matters arc properly presented, and it does not disturb activitics such

as amendments.

8. Operating Procedures

(Q31) Is it acceptable to present processes or test procedures carried out in foreign countries in separate

documents, and retain them at the overscas manufacturing plant?

The document can be controlled in separate volumes. However, a sysiem cnabling prompt access and

revision of the volumes should be adopted when necessary.

9. Manufacturing Control of Investigational Products

(Q32) It 1s specified in Scction 9.1.6 “to confirm cleanliness of the buildings and facilities.”™ Is it

acceptable to use the criteria determined in each company?

Yes, it is acceptable. However, verification of cleaning must be performed, and vahdation should be
carried out as necessary. Particularly for drug substances, full attention should be paid to the possibility that

safety is not ensurcd or to the possibility they may have high activity.

10.  Quality Control of Investigational Products
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(Q33) It is specified in Section 10.1.1 to conduct analysis and testing of raw materials and investigational
products by lot or those of labeling and packaging materials by control unit. For receiving inspections of
raw materials. and labeling and packaging materials specified in the compendia by the Japanese
Pharmacopoeia, is it acceptable to only perform “visual inspection and review of the certification issued

by the manufacturer?”

All items specified in the document on the investigational product, etc. need to be performed for the
analysis and testing of not only compendial items but also raw matenials, and labeling and packaging
materials. However, the GMP for drugs stipulates that some items of analysis and testing for raw materials,
and labeling and packaging materials can be omitted or simplified when there are reasonable rationales
demonstrating that such omission or simplification does not affect the quality assurance of the concerned
drug, and such a fact is specified in the document on the investigational product, etc. It is acceptable to

handle this matter in the same manner in the GMP for investigational products.

(Q34) It 1s specified in Section 10.1.5 “to check and confirm that the manufacturing control and quality
control at the manufacturing plant of the concerned contractee of the investigational product are properly

carried out”™ when all or part of the manufacturing processes of the investigational product is contracted

out to another party. Does this review have to be performed by visiting the site?

Concerning the review method. it can be examined by not only visiting the site but also other feasible and
appropriate methods such as obtaining necessary records from the investigational product quality department

of the contractee. However, the contractor should bear responsibility for the review results.

(Q35) With regard to Section 10.1.2, when it is contract manufacture, is it acceptable to perform the

receiving inspection of an intermediate product that the contractee produced by reviewing the certificate

of analysis and testing issued by the contractce?

The contractor is required to implement all items of analysis and testing specified in the document on the
investigational product, etc. for an intermediate product. However, the contractor can use, on his or her own
responsibility. the results of analysis and testing conducted by the contract manufacturer as part of the
analysis and testing of quality control of manufacturing carried out by the contractor as long as there are
recasonable rationales demonstrating that such application does not affect the quality assurance of the
investigational drug that the contractor manufactures, and such a fact is specified in the document on the

investigational product, etc.

(Q36) How can compliance with the Japanese GMP for investigational products by overscas

manufacturing plants for investigational products be confirmed?

Compliance should be confirmed by on-site inspection or from records or documents under the

responsibility of the sponsor.

(Q37) It is mentioned in Section 10.1.7 “investigational products with very poor stability.” Specifically

what items are included?
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Such items include substances with extremely short radioactive half-live such as positron nuclide labeled
substances can be mcluded. The quality assurance of these radioactive investigational products used for

microdose clinical trials should be carried out scientifically according to their characteristics.

(Q38) What conditions should be selected for the storage of the reserve sample specified in Section
10.1.8?

In principle, the reserve sample can be stored in the form of shipping and under the same conditions as

those for usual storage and use.

(Q39) Concerning “the investigational products whose preservation is extremely difficult due to their
properties” specified in relation to the storage of the reserve sample specified in Section 10.1.8, 1s it

acceptable to consider them as those which cannot be used for analysis and testing due to changes over

time such as decomposition and degradation?

Yes, 1L 15 acceptable.

(Q40) When producing an investigational product at an overseas manufacturing plant, is it acceptable to

store the reserve sample at the manufacturing plant?

Yes, it 1s acceptable. However, it should be confirmed that the reserve sample is properly stored at the

overseas manuflacturing plant and can be promptly uscd for analysis and testing, etc. when necessary.

(Q41) The phrasc “when analysis and testing are conducted using other testing facilitics or testing
institutions (hereinafter referred to as the “external testing institution, etc.”)” 1s mentioned in Section

10.1.11. Does it refer to having company personnel perform analysis and testing by using an external

testing institution, etc.?

That's correct. In addition, it should be confirmed that preparation and retention of records and analysis
and testing are properly conducted in accordance with the provision of Section 11 when analysis and testing

arc performed by company personnel as well as staff of an external testing mmstitution, cte.

12.  Validation and Verification

(Q42) When validation is found necessary for the manufacturing of an investigational product, is it

necessary to perform a review using three lots of an active drug?

Since it is in the development phase, the quantity of manufacturing lots may be small or the manufacturing
procedure may not be established. In such a case, it is generally considered appropriate to conduct
verification to scientifically review the concerned lot. In the case where validation should be implemented, it
is also acceptable to not always include an active drug or repeat the review using three lots in consideration
of the actual manufacturing condition and other relevant matters, as long as validation is carried out using a
method enabling to scientifically ensure quality. In such a case, necessary review should also be performed

so that consistency in the manufacturing processes can be secured.
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(Q43) What arc items that should be included for vahdation and verification of an investigational

product?

Validation items may include analytical methods, computer system and sterility assurance. Verification
items may include cleaning for the prevention of cross-contamination and a test to confirm the absence of

infectious factors for materials to be used.

13.  Change Control
(Q44) Is it necessary to evaluate safety or efficacy for control of changes in the investigational product?

When unknown impurities are produced as a result of changes in the manufacturing procedures, or when
there is concern for a residual solvent or crystalline form due to changes of solvent, for example, not only
equivalence of the quality before and after the changes but also their effect on safety and efficacy needs to be

evaluated.

14. Deviation Control

(Q45) Is the deviation control of investigational products different from that of approved drugs? To what

extent should deviations be controlled?

Basically there is no difference. However, investigational products are only in the development phase so
that reliable conditions or specifications may not be established or always validated. In addition, becausc of a
lack of established criteria, evaluation of the effect of deviations on quality may be difficult in some cases.
Therefore, in principle for all deviations. the quality of the concerned lot must be evaluated to the extent
possible based on quality information accumulated to that point by investigating the causes and taking
account of the possibility of the effect of deviations on quality. In addition, it is important to document a
series of all facts on these deviations and to associate related safety studies with clinical trials. It is also
critical to properly link improvement and modification through deviation control with the establishment of

design quality and product quality.

16.  Recall Handling
(Q46) It is stated in Section 16.1.2 “to store the investigational product by separation for a fixed time. and

to dispose the recalled investigational product properly.” Does the term ““store for a fixed time™ here mean

to preserve the investigational product until the date of approval as like recall records?

It signifies to store the investigational product for the same period as that for recall action records unless

the recalled investigational product obviously has no efTect on the clinical trial results.

17.  Self-inspection

(Q47) It 1s stated in Section 17.1.1 “to conduct proper self-inspection.” Does the term “proper’ here also

have a connotation of “as necessary?”

Manufacturing of investigational products should not be periodic but be timely in association with safety
studies or clinical trials. Because of this, a plan coupled with the progress of development should be drawn
up beforchand and implemented, and self-inspection should be properly performed according to the progress
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of development, when necessary.

| (Q48) What should be performed for self-inspection of investigational products?

For example, review of the plans, reports, records and other relevant documents on manufacturing from
matcrials to the final product and their analysis and testing as well as on facilitics, devices, the environment
and other relevant matters for cach manufacturing lot. It is important to perform effective self-inspections

and avoid carrving out formal inspections.

18. Education and Training

(Q49) It is stated in Scction 18.1.1 “to systematically give education and training.” Does the term

“systematically” here mean “regularly?”

Unlike the manufacturing of drugs. consistency 1s not required for that of investigational products, and 1t 1s
not a programmed operation; thus, rcgular cducation and training is not quilc adequate, The term
“systematically” used here should be understood as properly performing organized cducation and training in
a timely manner in the situation where effectiveness must be enhanced such as before the start of operations
or at making changes in activitics, It is also preferable to conduct general education on the GMP for
investigational products at a certain regular interval because it has purposes such as thorough recognition and

communization.

19. Document and Record Control

(Q50) It is specified in Section 8 that operating procedures should be prepared and retained at cach
manulacturing plant for an investigational product. When a company has more than one manufacturing
plant (¢.g.. manufacturing plants of drug substances and mvestigational products (drug preparations) for
clinical trials) and the contents of basic procedures arc commonly used in the company (e.g., concepts of
validation and procedure for recall handling), it seems to be unrcasonable to prepare the concerned
procedure at each manufacturing plant. Is it acceptable to prepare and retain operating procedures at one

of the manufacturing plants, distribute their copies to the other manufacturing plants and retain the copics

at the other plants for the concerned procedure?

Copics can be used, but the operating procedures must be approved at each manufacturing plant for the

investigational product and such a record must be retained.

20. Contract manufacture

(Q51) Is it acceptable to consider that the manufacturer of an investigational drug substance corresponds

to a contractec when the manufacturer does not serve as the sponsor?

Yes, it 1s acceptable. When the manufacturer of an investigational drug substance sponsors a clinical trial
by requesting another company to manufacture the drug preparation from the investigational drug substance
that the manufacturer produces. the said manufacturer of the drug substance will be the sponsor, and the

manufacturing process of the drug preparation will be the contract manufacture used in the Section.
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21. Buildings and Facilities of the Manufacturing Plant for the Investigational Product

(Q52) It 1s specified that investigational products can be produced at authorized plants of drug

manufacturers. In this case, is it acceptable to produce investigational products using manufacturing

facilities for drugs”

Yes, it is acceptable. A sufficient amount of evidence of an investigational product such as its toxicity,
pharmacological actions and sensitization may not be obtained in some development phases; therefore, full
attention should be paid to cross-contamination with other drugs and matters specific to the investigational

product.

(Q53) Is it permitted to manufacture investigational products by using other companies” manufacturing

plants?

Yes, it is permitied. However, a system enabling proper comphance with the items of the GMP for
investigational products including the control of the manufacturing plant during the manufacturing period
should be formed under the responsibility of the sponsor, and full attention should be paid to

cross-contamination with other drugs, etc. and matters specific to the investigational product.

Others
(Q54) “The standards for manufacturing control and quality control of investigational products used for

clinical trials including the carly exploratory phase such as microdosing clinical trials™ is mentioned in

Chapter 1. Are such standards also applicable to clinical trials in the carly exploratory phase?

The Standards are applicable. However, consistency with an investigational product used in usual clinical
development is not always required for that used for microdosing clinical trials because they are not directly
connected with subsequent clinical trials. If considering the actual operations, manufacturing control and
quality control appropriate for drugs used at microdose should be performed. In addition, radioactive
substances used for nuclear imaging by PET have an extremely short radioactive half-life so that methods
and equipment of synthesis are completely different from those for '“C-labeled and non-labeled substances.
and methods for supporting quality assurance cannot be discussed from the same perspective. Therefore, it is
difficult to uniformly apply the Standards: they should be flexibly put into practice as mentioned in answers
to questions concerning Sections 5. Manufacturing Department and Quality Department of the
Investigational Product™ and ““10. Quality Control of Investigational Product™ in this Q&A.
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