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1. Introduction and Scope

This document is designed to communicate best practices and considerations and to encourage further
dialog with industry, health authorities, and suppliers of technology and materials while taking into ac-
count the changes and needs of the modern, global, sterile, healthcare product manufacturing industry.

In 2001, PDA issued Zéchnical Report No. 34: Design and Validation of Isolator Systems for the Manufac-
turing and Iesting of Health Care Products. Since then, much has been learned by industry, and several
important regulatory guidelines, scientific articles, and conference presentations have been published.

In an effort to address the impact of the knowledge gained, this task force was established to focus on
important regulatory and technology updates impacting isolator design, validation, and operations
for aseptic processing. Two primary types of isolators—open and closed—will be addressed in this
Points to Consider (PtC) document (see Glossary). Additional related topics, such as sterility testing
isolators and containment isolators, will be discussed in a separate PtC document in the future.

Isolators provide superior environmental control compared with conventional grade A/B aseptic
manufacturing operations and restricted access barrier systems (RABS), since isolators increase the
sterility assurance of aseptically prepared products.' This document is intended to support identifica-
tion and use of modern technology; it does not represent a standard or regulatory guidance.

Aseptic processing within isolation systems physically separates the external environment from the aseptic
processing line, minimizing personnel exposure. By design, isolators are decontaminated while closed,
using validated methods (e.g., controlled application of vapor phase hydrogen peroxide). A traditional
isolator enclosure consists of a shell, viewing window, glove/sleeve assemblies, supply and exhaust filters,
lights, input and output openings (e.g., equipment door airlocks, rapid transfer ports), and various other
connection points. Filling isolators are designed to allow continuous or semicontinuous pass-through of
materials during operation. A properly designed positive pressure isolator, along with adequate procedures
for its maintenance, monitoring, and control, provides great advantages over traditional aseptic processing
of sterile dosage forms, offering fewer opportunities for microbial contamination during processing.

Throughout the process of creating this document, two guiding and linked principles for improve-
ment in sterile health care products emerged that were used to develop these points. Science- and
risk-based approaches should be used to obtain information needed to make decisions related to the
evaluation, design, qualification, operation, monitoring, and interpretation of results from various
studies of sterile product manufacturing processes. Science- and risk-based approaches should be
used to develop and implement control strategies and acceptance criteria designed to ensure the es-
tablishment and maintenance of manufacturing conditions that affect the sterility of products. Sterile
drug substance/product manufacturing processes and testing requirements should be based on and
relevant to the risk to product quality and patient safety. Quality risk management and assessment
methods should be developed to identify risk and allow for the continuous improvement of processes
and control strategies. It should be recognized that a properly designed and operated isolator will
have a lower contamination risk than a conventional aseptic process design.

Where scientific approaches are similar and agreed upon, global health authority requirements and
guidance should be consistent in technical language and definition. Having harmonized technical
and regulatory language in place, where possible, consistent with approaches presented in other simi-
lar guidance’s is an important factor. This practice should provide greater clarity of global regulatory
expectations and reduce the risk of misunderstandings and redundant efforts.

This PtC is organized by Topics, followed by relevant Points to Consider. Each Point begins with a
problem statement in the form of a question, representing issues or points needing clarification on
that specific topic. Recommendations from subject matter experts on the PDA task force are present-
ed in response to each question. The rationale for the recommendation follows, as well as references,

' Note: This PtC does not specifically address RABS, however, some of the recommendations may

be applicable.
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