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D. Sterile Products/Aseptically Processed Products

We recommend that special precautions be taken for investigational new drugs intended to be
sterile. Thorough consideration should be given to controls for aseptic processing. The
following examples are recommendations that should be considered:

e

Conducting aseptic manipulation in an aseptic workstation under laminar flow conditions
(e.g., an air classification of Class 100). Some examples of workstations include a
laminar air flow workbench, biosafety cabinets, or barrier isolator system.

Disinfecting the entire aseptic workstation as appropriate (e.g., before aseptic
manipulation, or between different operations during the same day).

Ensuring that items within a laminar airflow aseptic workstation not interrupt the airflow.

Disinfecting gloves or changing them frequently when working in the laminar flow hood.

Disinfecting the surface of nonsterile items (e.g., test tube rack, and the overwrap for

sterile syringes and filters) with sterile disinfectant solution before placing them in the
laminar flow hood.

Performing manipulations of drug or components subsequent to a sterilizing step under
appropriate conditions.

Documenting and following all procedures intended to maintain the sterility of the
components, in-process materials, and final product.

Qualifying sterility tests (e.g., USP <71>) to demonstrate that the test article does not

_interfere with the test.

Employing aseptic technique and control of microbiological impurities in components
designed to prevent microbial and endotoxin contamination.

Training personnel] using aseptic techniques in those techniques.

Qualifying for use equipment used for sterilization; performing appropriate calibration;
keeping maintenance records.

Creating documentation to support the use of sterile components and disposable
equipment (e.g., filters, bags, containers) in the form of Sterilization/certification of
analysis, or demonstration that the sterilization method is validated.

Ensuring that release of the final product by the QC unit, or person, include an acceptable

review of production records demonstrating that aseptic procedures and precautions were
followed.

Ensuring that final products are not released until acceptable results of sterility testing are
known. We understand that products with a short shelf-life (e.g., radiopharmaceuticals,
cellular products) may have to be released while results of the sterility test are pending
based on results from other relevant tests (e.g., assessment of sterile filtration by bubble
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point filter integrity test, cell product — a negative gram stain, or other rapid microbial
detection test and negative endotoxin test)). We recommend that positive results from
sterility or other relevant tests result in an investigation to determine the cause of
contamination followed by corrective action if warranted.
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GLOSSARY

Acceptance Criteria - numerical limits, ranges, or other suitable measures for acceptance of test

results that the drug substance or drug products or materials at other stages of their manufacture
should meet

Active Pharmaceutical Ingredient (API) (or Drug Substance) - any substance or mixture of
substances intended to be used in the manufacture of a drug (medicinal) product and that, when
used in the production of a drug, becomes an active ingredient of the drug product. Such
substances are intended to furnish pharmacological activity or other direct effect in the diagnosis,

cure, mitigation, treatment, or prevention of disease or to affect the structure and function of the
body.

Batch - a specific quantity of a drug or other material intended to have uniform character and
quality, within specified limits, and produced according to a single production order during the
same cycle of manufacture

Component - any ingredient intended for use in the manufacture of a drug product, including
those that may not appear in such drug product

Contamination - the undesired introduction of impurities of a chemical or microbiological
nature, or of foreign matter, into or onto a raw material, in-process material, or IND product
during production, sampling, packaging, or repackaging, storage or transport

Cross-Contamination - contamination of a material or IND product with another material or
product

Drug product - a finished dosage form (e.g., tablet, capsule, solution) that contains an active
drug ingredient generally, but not necessarily, in association with inactive ingredients. The term

also includes a finished dosage form that does not contain an active ingredient, but is intended to
be used as a placebo.

In-process material - any material fabricated, compounded, blended, or derived by chemical
reaction (e.g., intermediate) that is produced for, and used in, the preparation of the drug product

Investigational new drug (IND product) - a new drug or biological drug that is used in a
clinical trial. The term also includes a biological product that is used in vitro for diagnostic
purposes.

Microdose studies - studies in which participants are administered a single dose of less than

1/100"™ of the dose calculated to yield a pharmacological effect of the test substance based on
primary pharmacodynamic data obtained in vitro and in vivo (typically doses in, or below the
low microgram range) and at a maximum dose of £ 100 micrograms.

GA6164df.doc 15
1/9/2006

—467—



600
601
602
603
604
605
606
607
608
609
610
611
612
613
614
615
616
617
618

AT ER 6 c¢GMP During Phase 1, draft

Contains Nonbinding Recommendations
Draft — Not for Implementation

Production - all operations involved in the preparation of an IND product from receipt of

materials through distribution including processing, storage, packaging, labeling laboratory
testing and quality control

Screening study - a study that is performed under an exploratory IND application, is intended to
compare the properties of related active moieties to screen for the preferred compound or
formulations for additional clinical development under a traditional IND application.

Specification - a list of tests, references to analytical procedures, and appropriate acceptance criteria
that are numerical limits, ranges, or other criteria for the tests. It establishes the set of criteria to which a
drug substance or drug product should conform to be considered acceptable for its intended use.

Conformance to specification means that the material, when tested according to the listed
analytical procedures, will meet the listed acceptance criteria

Sponsor - person who takes responsibility for and initiates a clinical investigation

Quality Units - an organizational unit that fulfills quality control responsibilities. This can be in

the form of separate QC units or a single individual or group, depending upon the size and
structure of the organization.
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Abstract

A microdose clinical trial is a clinical study with a single “microdose” of a test substance (s), conducted
for the purpose of selecting a candidate substance based on pharmacokinetics information obtained using labelled
compound (s) and Accelerator Mass Spectrometry (AMS) or with imaging technology using PET ; or with non-
labelled compound (s) and LC/MS/MS. A “microdose” may be defined as a dosage level less than 1/100th of
the test substance calculated to yield a pharmacological effect, with a maximum dose of = 100 xg. Because of
such alimited dosage, the risk to a human subject is regarded as minimal. Regulatory authorities in the European
Union and the United States have clarified in each of their guidance documents non-clinical safety studies to
support the microdose clinical trial. Harmonization of the guidelines, including those of Japan, would be
accomplished through a revision of the ICH-M3 tripartite guideline “The timing of non-clinical safety studies
for the conduct of clinical trials”, official discussion of which started in 2006.

In Japan, however, there are certain issues that need to be clarified to encourage microdose clinical trials,
not only the requirements of non-clinical study but also regulatory issues concerning the clinical study: quality
assurance of tested product ; use of radioisotope, etc. Therefore the authors, keenly interested in this topic
from their varying viewpoints according to their own areas of specialization, have voluntarily participated in a
“microdose clinical-trial study group” led by Sugiyama. They have discussed the issues intensively, and have
reached a consensus on how to develop guidelines for the conduct of microdose clinical trials in Japan. This
article provides some of the outcomes of their discussion and a number of proposals for inclusion in the guidelines.

Key words
microdose, exploratory investigational new drug, non-clinical safety studies, pharmacokinetics, imaging
methodology

Rinsho Hyoka (Clinical Evaluation) 2006 ; 33 : 649-77.
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DRBAFEISREN T AENWI L TH S,
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Table 1 Non-clinical safety studies to support phase 1 or miecrodose clinical trial defined in the
documents by ICH, and regulatory authorities of European Union, and United States
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Table 2 Issues concerning microdose clinical trials in Japan
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