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Questions and Answers on Design Space Verification

1. Why would a design space be verified during the product lifecycle?

In both Agencies’ experience, the design space verification at commercial scale is not necessarily
complete at the time of submission of the application but should occur over the lifecycle of the product
and process. Initial design space verification often occurs solely at or near the target operating ranges.

However, movements from one area to another area within the design space (e.qg., re-establishing the
Normal Operating Ranges (NOR)) within the approved design space in an unverified area) may pose
higher or unknown risks due to potential scale —up effects and/or model assumptions. It is important
that these risks are understood and evaluated utilizing an appropriate control strategy, including but
not restricted to the controls submitted in the dossier. It is understood that when an applicant
demonstrates that a design space is scale independent, then additional risk mitigation steps are not

necessary for design space verification.
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BENBER

€ Link CPPs directly to CQAs. Make CMAs only
applicable to input material attributes of the API and
excipients.

& It is not necessary and even not helpful to force the
discussion of PP effects to first consider effects on
"MAs"(QAs) of intermediates and finally QAs of the product.
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BENRER

€ Completely agree. We tried at the QbD Workshop to also
show how a control strategy focus could manage change
and how a control strategy can be site, scale and
equipment dependent. This paper is very supportive to our

overall current thinking.
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