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Proposal for a change
Technique from chiral HPLC to SFC

B

Re-assessment of the risk of the change considering the following points

¢ Relevance of the test: High, control of the CQA (quantitation of stereoisomers)

¢ Complexity of the test: well-established technology

* Extent of the change: related technologies; prior knowledge of chemistry, process and
impurities informs the procedure development

Estimated risk: High

Development Approach for SFC Procedure

¢ Enhanced development approach will follow the same principles as completed for the HPLC
procedure.

¢ Risk assessment will be conducted to identify the analytical procedure parameters that can
impact performance of the procedure

¢ Modelling and/or multi-variate experiments will be performed to explore ranges and
interactions between identified analytical procedure parameters

¢ An analytical procedure control strategy will be defined

Re-confirmation of the following points
¢ Adherence to criteria for relevant performance characteristics: Those are defined as ECs.
» Sufficient information or prior knowledge to design appropriate bridging studies: Yes

Risk assessment result before bridging study execution
is in agreement with the submitted risk category.
Overall risk category: Medium

- =

Execution of Analytical Procedure Development

¢ Procedure parameters for SFC were determined through knowledge of the process and
impurities, and enhanced practices for development

¢ Analytical procedure description (including AP control strategy (SST)) was finalized

Demonstration of Analytical Procedure Performance

* The procedure was validated by a technology specific validation protocol.

* Through above studies, relevant performance characteristics and the analytical procedure
attributes were evaluated and confirmed

* Execution of Bridging Study (Q14 Guideline Table 2)

g

Conclusions

Determining the impact of the change based on the bridging study result

* Impact on the test performance: The relevant performance characteristics and the analytical
procedure attributes met their criteria.

* Bridging study results met all acceptance criteria

g

Regulatory reporting
Reported according the pre-agreed reporting category in
registration as notification moderate and submitted
suitable documents.
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