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Disclaimer

• This presentation reflects the views of the
author. It should not be construed to represent
FDA’s views or policies.
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Learning Objectives

• Justifying rejection of an analytical run

• Highlighting the importance of complete and
contemporaneous documentation during an
analytical BA/BE study

• Maintaining analytical run data and audit trails

* BA/BE – Bioavailability/Bioequivalence
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Outline

• Analytical BA/BE Case Studies (1,
2 and 3)

• Questions/Discussions Relevant
to Each Case Study
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Case Study 1: Rejection of Analytical Run 
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Case Study 1:
• During method validation, one precision and 

accuracy (P&A) run was excluded from global P&A 
statistical analyses.

• Method validation report stated that the P&A run 
did not meet acceptance criteria since both HQC 
samples failed . 

• This incident was documented and assessed as an  
assignable cause, but the assignable cause was not 
specified in the incident report.
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Case Study 1: Continued

• During inspection, the firm management said 
they suspected that there were sample 
processing errors.

• Method validation SOP specifies that P&A 
batches, which do not meet acceptance criteria 
without an assignable cause should be included 
in global P&A calculations.
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Examples of Assignable Cause

• Malfunction of HPLC or Spectrometric apparatus 
– can be mechanical or electrical in nature 
(pump stopped, leakage, power failure).

• Computer network issue – data not saved.

• Sample preparation error – if the nature of the 
error is known along with contemporaneous 
documentation.
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Pause for Discussion:
Case Study 1
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Case Study 2: Complete and 
Contemporaneous Documentation
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Case Study 2 

• During an inspection, a firm could not provide 
quality control (QC) samples preparation
documentation used in long-term stability 
studies for method validation experiments. 

• As a result, long-term stability experiments 
could not be reconstructed.
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Case Study 2 – Continued 

• In another inspection, set of subject samples 
was classified as run failure. That set was 
reprocessed and reanalyzed. 

• The firm stated that there was a suspected
sample processing error. 

• The firm could not provide supporting evidence 
for this incident to justify the reprocessing. 
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Pause for Discussion:
Case Study 2 
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Case Study 3: Best Practices for 
Retaining Analytical Study Data
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Case Study 3 
During an inspection, following issues were observed while 
checking the audit trails of an analytical run:

• Changes to peak integration parameters was not uniformly
applied

• Results table was overwritten; each version of the results
table was not saved.

• Sample type was changed from ‘quality control’ to ‘unknown’
after analysis was completed.

Results Table – Sample Type N/A run03.wif, sample 35) was changed 

from “Quality Control” to “Unknown”
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Pause for Discussion:
Case Study 3
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Summary
• 2018 Bioanalytical Method Validation Guidance should be 

viewed as recommendations while conducting an analytical 
BA/BE study. 

• Any unexpected incidents, deviations from protocol or SOP, 
repeat analysis etc. should be supported by contemporaneous 
documentation. 

• Rejecting a run or a sample should be justified and 
substantiated by proper documentation.

• Original and re-integrated results data should be maintained 
and supported by SOPs, protocols or other written documents.
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Resources
Regulations 

❑ Regulation Part 320 – Bioavailability and Bioequivalence Requirements

Related Guidance 

❑ Bioanalytical Method Validation (BMV) Guidance for Industry

❑ Handling and Retention of Bioavailability BA and Bioequivalence BE 
Testing Samples

❑ FDA Guidance on Part 11, Electronic Records; Electronic Signatures

❑ Good Laboratory Practice for Nonclinical Laboratory Studies

❑ Regulatory Education for Industry: Regulated Bioanalysis Workshop: 
Requirements and Expectations

https://secure-web.cisco.com/1mErS3FxEhhiFq2cutKIbQt1SCzmj49Zw1yFLhxn_V1IRVGWqY7HakGmpeBtKbjv8IJxIRlBxxqjtkA-k57lqqLkvvxPKe--AcZWyS6vp-14TKh5mSiI8_g9paP9sYYn2anZYKEUdc025fbbsr8cbLZuOnN4rR-UjVGUu6NiYZ1qZ1H2GQcofSxF6cI5tpBR7immPtAqJUd2EEwIlPGyqSA/https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDIsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA2MjEuNTk2OTQ0MTEiLCJ1cmwiOiJodHRwczovL3d3dy5hY2Nlc3NkYXRhLmZkYS5nb3Yvc2NyaXB0cy9jZHJoL2NmZG9jcy9jZmNmci9DRlJTZWFyY2guY2ZtP2ZyPTMyMC4zOCZ1dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.0n92pFuoINmeZ5MvNB1-8PSwGAbs0BgIjJjVVcjTVbw%2Fs%2F1255966815%2Fbr%2F133363358770-l__%3B%21%21LQC6Cpwp%21sDo8U0bGNyl-Frql4_pvGQOMnSVzDnEsuchHSYoEqGQnLgFiDzr3z5wFRtrWPWoiN2GBryD3YBQHLDMsUdRie3q6y_FL%24
https://secure-web.cisco.com/1M1zj-VjEJrtlACNlxXC_3KlzW6bwfiu2jD6F24EZLJJwmp-OXUrKUIN3-04vL1gdht2pFYgyQ5Zu4DIN1QxI1r4ZKjJ2WPMuXK8xzzKzIGoBQNL5UDtQUdDYvtFy0Lc-iukHRoftMKJXew9fjNiviGFzs35PoAd0ZGCiWDu9xzml012SZzd9yHFebr2ZAEjdQ0qTPXEBz-SU62BLcrFUBg/https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDMsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA2MjEuNTk2OTQ0MTEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L3JlZ3VsYXRvcnktaW5mb3JtYXRpb24vc2VhcmNoLWZkYS1ndWlkYW5jZS1kb2N1bWVudHMvYmlvYW5hbHl0aWNhbC1tZXRob2QtdmFsaWRhdGlvbi1ndWlkYW5jZS1pbmR1c3RyeT91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.7kTOkaYJU9xNE79A6ZbA4RCSOhBya_k75jogapuH5h8%2Fs%2F1255966815%2Fbr%2F133363358770-l__%3B%21%21LQC6Cpwp%21sDo8U0bGNyl-Frql4_pvGQOMnSVzDnEsuchHSYoEqGQnLgFiDzr3z5wFRtrWPWoiN2GBryD3YBQHLDMsUdRie0xgGu-Y%24
https://secure-web.cisco.com/1shh6DefAeCAwRk3GEFKn14iWOva5eVqBhF_fO4bBgxNxfOA4sfU_iRjQl-w46DURysJbTUdW2eaXdQ0v8rEwo0o9qmmyoPYT9l8TAOlvWB0TV39CSP-cQVI1bXtri8AXJJwxnFX2YJWEGWSAd8PDFaeg3M1WaXPku0DYyCAgMyeHzxrwCuV08wToscnEUzn8O0RnHzv9l-_kYnaTik0gog/https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDQsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA2MjEuNTk2OTQ0MTEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L3JlZ3VsYXRvcnktaW5mb3JtYXRpb24vc2VhcmNoLWZkYS1ndWlkYW5jZS1kb2N1bWVudHMvaGFuZGxpbmctYW5kLXJldGVudGlvbi1iaW9hdmFpbGFiaWxpdHktYmEtYW5kLWJpb2VxdWl2YWxlbmNlLWJlLXRlc3Rpbmctc2FtcGxlcz91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oW-fYEicNVQ1vyI35LqWU9ZQIVZUY5OvxNci7HdTBUI%2Fs%2F1255966815%2Fbr%2F133363358770-l__%3B%21%21LQC6Cpwp%21sDo8U0bGNyl-Frql4_pvGQOMnSVzDnEsuchHSYoEqGQnLgFiDzr3z5wFRtrWPWoiN2GBryD3YBQHLDMsUdRie16J4gHS%24
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/part-11-electronic-records-electronic-signatures-scope-and-application
https://secure-web.cisco.com/1HLF4fzIgN1Xk_EFrezeREnjrFm5g4SluNfEMbymu91nffefJK1E0uekQkpdXV4sCjjOnie4AEGb_fBxiYus-OpjUFv-PDTwwT3Hq6g8iwQwiKJwzGZ4m9Ne1fgpogR5UoVwqvbn4d6TQMOSayaneKgCeCZDQ1kri7ejRF43jJkxnyPjz4yM1j6kQ55OoMyX-qXADma1j4yJY5I4di3wTTA/https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDUsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA2MjEuNTk2OTQ0MTEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L2Fib3V0LWZkYS9lY29ub21pYy1pbXBhY3QtYW5hbHlzZXMtZmRhLXJlZ3VsYXRpb25zL2dvb2QtbGFib3JhdG9yeS1wcmFjdGljZS1ub25jbGluaWNhbC1sYWJvcmF0b3J5LXN0dWRpZXM_dXRtX21lZGl1bT1lbWFpbCZ1dG1fc291cmNlPWdvdmRlbGl2ZXJ5In0.mblRG8yjl7XU4hV9wr1PJwBpPER0ejr4GtYWhrd5eoA%2Fs%2F1255966815%2Fbr%2F133363358770-l__%3B%21%21LQC6Cpwp%21sDo8U0bGNyl-Frql4_pvGQOMnSVzDnEsuchHSYoEqGQnLgFiDzr3z5wFRtrWPWoiN2GBryD3YBQHLDMsUdRie8Y1MxQU%24
https://secure-web.cisco.com/13F0tMIxC3lKkzIovcnTtM6NIwsR-OON4ggEpOoEPZXBg-NUL1B-BNKeN5k94iBekiGwxh3zgpWtmIJ9qfI3xjFUaHIofowunwJPAQjaX7DxkUMd8yZLBsT3r-JkAv1dcXwod-YZlbjeWEPxoegb4KwIKosYC_iZ8dKoOJdsjqU-1HykK1Eb3kZ1v1gqhklVKgOtaA3eyUAngyfage5AT1Q/https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDYsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA2MjEuNTk2OTQ0MTEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L2RydWdzL25ld3MtZXZlbnRzLWh1bWFuLWRydWdzL3JlZ3VsYXRvcnktZWR1Y2F0aW9uLWluZHVzdHJ5LXJlZ3VsYXRlZC1iaW9hbmFseXNpcy13b3Jrc2hvcC1yZXF1aXJlbWVudHMtYW5kLWV4cGVjdGF0aW9ucy0wNjMwMjAyMD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.KOcwFe3nl8waXyD_vkgIttDNvqBhZk_RYnaCc1jWvAg%2Fs%2F1255966815%2Fbr%2F133363358770-l__%3B%21%21LQC6Cpwp%21sDo8U0bGNyl-Frql4_pvGQOMnSVzDnEsuchHSYoEqGQnLgFiDzr3z5wFRtrWPWoiN2GBryD3YBQHLDMsUdRie8MLWjLV%24


Sarmistha Sanyal
Chemist, 

Division of Generic Drug Study Integrity, Office of Study Integrity and 
Surveillance, Office of Translational Sciences 

CDER | US FDA

Acknowledgement:
Dr. Seongeun (Julia) Cho
Dr. Stanley Au
Dr. Kara Scheibner
Dr. Melkamu Getie Kebtie

Thank You!




	D2S04-Sanyal
	Analytical BA/BE Case Study 
	Disclaimer
	Learning Objectives
	Outline
	Case Study 1: Rejection of Analytical Run 
	Case Study 1:
	Case Study 1: Continued
	Examples of Assignable Cause
	Pause for Discussion:Case Study 1
	Case Study 2: Complete and Contemporaneous Documentation
	Case Study 2 
	Case Study 2 –Continued 
	Pause for Discussion:Case Study 2 
	Case Study 3: Best Practices for Retaining Analytical Study Data
	Case Study 3 
	During an inspection, following issues were observed while checking the audit trails of an analytical run:

	Pause for Discussion:Case Study 3
	Summary
	Resources
	Regulations 
	Related Guidance 

	Acknowledgement:
	Thank You!





