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Agenda
• Annex 1 and PUPSIT

• SFQRM Task Force

– Flaw Masking studies

– BCT Data mining

– Best Practice

– Risk Assessment

• Conclusion & Summary
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First things first – what is PUPSIT?
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The newest version of PUPSIT in Annex 1
• EU ANNEX 1 – 22 August 2022

• 8.87 The integrity of the sterilized filter assembly should be verified by integrity testing before
use (PUPSIT), to check for damage and loss of integrity caused by the filter preparation prior to
use. A sterilizing grade filter that is used to sterilize a fluid should be subject to a non-destructive
integrity test post-use prior to removal of the filter from its housing. Test results should correlate
to the microbial retention capability of the filter established during validation. Examples of tests
that are used include bubble point, diffusive flow, water intrusion or pressure hold test.

• It is recognized that pre-use post sterilization integrity testing (PUPSIT) may not always be
possible after sterilization due to process constraints. In these cases, an alternative approach
may be taken providing that a thorough risk assessment has been performed and compliance is
achieved by the implementation of appropriate controls to mitigate any risk of non-integral
filtration system.
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When PUPSIT and Masking became a topic -> 2007
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Why consider PUPSIT
• Expected by EU regulators, because it was perceived that..

– Sterilisation is an aggressive process, and it is not always very well controlled

– Filter manufacturing is not always consistent

– There is some anecdotal evidence that marginal defects can blind during the
filtration process and may not be detected in the post-use tests

 The resulting debate has exposed a need for scientific evidence to support an
effective risk-based approach to PUPSIT use.

 To help meet that need, BioPhorum and the PDA formed the Sterile Filtration
Quality Risk Management (SFQRM) Consortium, which has been working to provide
objective, unbiased, scientific data to help guide informed decisions about sterile
filtration control measures.
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SFQRM Consortium 

– BioPhorum and PDA signed MOU Dec. 2017

Main goal

To gather scientific data and evaluate potential risks to provide more 
guidance to industry on the merit of PUPSIT in sterility assurance

Workstream Deliverables;

 Flaw masking studies

 Bacterial Challenge Test Data mining

 Best Practice

 Risk Assessments
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Flaw Masking trial, phase 1 test
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Flaw Masking trial, phase 2 test
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Flaw Masking trial - summary
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BCT Data mining
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BCT Data mining – Database of filter validation testing
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BCT Data mining – Data collection
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BCT Data mining – Results
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Best Practice : Points to Consider (PtC) – PUPSIT Implementation
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Risk assessment
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Risk assessment : FINDINGS
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PUPSIT: The Risk balance…
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Bringing it all Together
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The Final... : REALLY Final version of Annex 1
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Summary
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Thank You
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