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Preface®

The Leachables and Extractables Handbook: Safety Evaluation, Qualification,
and Best Practices Applied to Inhalation Drug Products was developed to provide
readers with practical scientific and experience-based concepts and approaches to ex-
tractables studies and management of leachables in inhalation and nasal drug prod-
ucts. The book evolved from the efforts of the International Pharmaceutical Aerosol
Consortium on Regulation and Science (IPAC-RS) and Product Quality Research
Institute (PQRI) to develop broad consensus on risk-based and data-based approa-
ches to extractables and leachables evaluations and qualifications.

In 2001, TPAC-RS developed initial proposals for data-based leachables safety
thresholds and best industry practices for inhalation/nasal products. In order to
gain a broader consensus on the thresholds and analytical best practices, IPAC-RS
worked with PQRI to initiate the PQRI Leachables and Extractables Working
Group. PQRI is an organization whose members include industry and academic as-
sociations, regulatory agencies such as the United States Food and Drug Adminis-
tration (USFDA), as well as the United States Pharmacopoeia. Thus, through the
PQRI process, scientists from IPAC-RS and other industry groups, the USFDA,
and academia, collaborated and reached a shared goal of developing consensus and
recommendations for extractables and leachables related to inhalation and nasal
drug products., These recommendations were made available to the public in 2006
on the PQRI website®, PQRI and IPAC-RS then produced the Handbook based on
these recommendations, and containing further supporting chapters, as well as the
data used to develop the recommendations. The book would further advance under-
standing of these important topics and concepts. Leading experts on extractables

and leachables evaluation from industry, academia, FDA and Health Canada con-

O FHEEIFEBPXRBERFFHEFEX,

® The PQRI 2006 document Safety Thresholds and Brest Practices for Extractables and Leachables in
Orally Inhaled and Nasal Drug Products can be found at http,//www. pqri. org/pdfs/LE_Recommendations _to
FDA_09-29-06. pdf.




tributed chapters to the English version of this handbook.

The book describes approaches to deriving safety and analytical thresholds, ap-
plication of thresholds, qualification of leachables ( “qualification” means evaluation
of the safety risk posed by a leachable. It does not mean a decision regarding
whether the level of this leachable meets acceptance criteria) , analytical method de-
velopment, optimization and validation, extraction and leachable study approaches,
quality concepts, and illustrative case studies. The book notes the use of the data-
based safety thresholds, not as specifications, but rather as a way todecide when to
consider initiating investigations into potential risks posed by individual chemical
entities, i. e. » when the level of individual chemical entities exceeds these thresh-
olds, safety assessment on these chemicals may need to be initiated.

We greatly appreciate the efforts of the translators in developing this Chinese
language version. We (the editors of the English version of this handbook) do not
read or write Chinese, and so we are grateful for the translators’combined language

and subject matter expertise in creating this book.

Douglas J. Ball
Daniel L. Norwood
Cheryl L. M. Stults
Lee M. Nagao
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