
Stability Assessment:  Considerations on Fixed 
Dose Combinations (FDC)

Eric J Woolf
21 May 2019



Disclaimer

This presentation does not necessarily represent the views of EBF.  Rather, it is the 
intent of the author to try to raise concerns expressed by the global bioanalytical 
community.
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Topic for Discussion

• From M10 Draft:
• If multiple analytes are present in the study samples (e.g., studies with a fixed combination, or due to a specific 

drug regimen) the stability test of an analyte in matrix should be conducted with the matrix containing all of the 
analytes. 
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Evolution of the Topic

• EMA 2011 Guidance
• In case of a multi-analyte study and specific for bioequivalence studies, attention should be paid to stability of 

the analytes in the matrix containing all the analytes. 
• US FDA 2018 Guidance
• For drugs administered as fixed combinations, or part of a specific drug regimen, the stability of the analyte 

should be assessed in the presence of the other drug. The sponsor should also consider the stability of the 
analyte in the presence of other co-medications that are known to be regularly administered to patients for the 
indication of the drug under development.
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Response of the Bioanalytical Community

• Discussion on topic initiated at the 2010 WRIB meeting and further expanded at the 5th WRIB
• Proposal made to global CRO community to gather available data on the topic
• Help inform BA community on the magnitude of the issue
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GCC Survey Results

• Results for a total of 56 different combination of primary compound analyte stability in the presence of one or 
more co-administered compounds were reported.
• For frozen sample stability 
• Compounds alone:  -12.0 to 13.6% loss/gain after storage
• Compounds in the presence of co-administered compounds:  -11.9 to 15.0% loss/gain after storage
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GBC View on Co-Med Stability

• Topic addressed by A6 team
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EBF View on Co-Med Stability
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Given the Totality of the Data the Industry has Provided, Why Does this Topic 
Persist?
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Recent Regulatory Experience

• From a Clarifax received from Health Canada in 2018 in conjunction with submission of a fixed combination tablet
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Response to Clarifax
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Response to Response – Another Clarifax
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Hypothetical Concerns

• Enzyme replacement therapy
• Higher concentrations of enzyme in samples may impact stability of any analytes that are enzyme substrates 

• Drugs that impact chemical properties of the matrix
• Compounds that alter urinary pH co-administered with drugs whose urine stability is pH sensitive
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No actual data reflecting the above scenarios have been shared by regulators



Suggested Edit for M10

• Place focus primarily on those studies for which PK is a primary objective
• If multiple analytes are present in the samples (e.g., studies with a fixed combination, or due to a specific drug 

regimen) from a study whose primary objective is PK assessment,  the stability test of an analyte in matrix 
should be conducted with the matrix containing all of the analytes. 
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Objectives from a Recent Oncology Study Protocol

• Primary Objectives
• Objective: To evaluate overall response rate (ORR) as assessed by X per Y, modified to follow a 

maximum of 10 target lesions and a maximum of 5 target lesions per organ.
• Secondary Objectives
• Objective: To evaluate progression free survival (PFS) as assessed by X per Y, modified to follow a 

maximum of 10 target lesions and a maximum of 5 target lesions per organ
• Objective: To evaluate the duration of response (DOR) per X, modified to follow a maximum of 10 

target lesions and a maximum of 5 target lesions per organ, as assessed by Y
• Objective: To assess safety and tolerability of treatment with X in combination withY.
• Objective: To characterize the population PK of X when co-administered with Y.
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PK is Secondary Objective; Co-med Stability Would be Out of Scope per Proposal



Practical Aspects to Consider

• From GBC A6 Recommendations (AAPS J, 16 (3) 392-399)
• “For multi-analyte assays, it is most practical, although not scientifically required, that all analytes are added to 

the samples used for stability assessment.”
• For studies where multiple analytes are being assayed (even with separate assays), consider using QCs that 

contain all analytes
• Health Canada has suggested using incurred sample stability assessments as surrogate for explicit stability 

studies
• Time between initial and repeat analysis must be greater than time between collection and analysis

• CMC data (stability of fixed dose combination tablets) has been accepted by at least one regulatory authority as 
rationale for why stability assessment was not needed
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Conclusions

• Despite data driven efforts by the bioanalytical community to convince regulators of unlikelihood that co-
medication impacts the stability of co-administered analytes in matrix, the requirement for co-med stability 
persists in the M10 draft and will likely be contained in the final version

• Efforts by the bioanalytical community should focus on clearly defining the situations in which such assessments 
are required
• Consider studies where PK is a primary objective.
• Better yet:  Limit to bioequivalence studies of fixed dose combinations
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THANK YOU
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