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Feedback on EBF survey on Incurred Sample Stability (ISS) Morten A. Kall on behalf of EBF team (TT-02) EBF 2011 Open Symposium – Less is More 17 November 2011 Barcelona http://www.europeanbioanalysisforum.eu



Background  2008 - Discussions within EBF: ISS vs ISR



 First EBF- Survey on Incurred Sample Stability 2009  Second EBF-Survey on Incurred Sample Stability 2011
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Why consider ISS analysis?



 Incurred Sample Stability (ISS) is not a regulatory requirement however,  It may be difficult in situations to distinguish between Incurred Sample Reproducibility (ISR) demonstrated by Incurred Sample reanalysis - and Incurred Sample Stability (ISS)
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Why consider ISS analysis? Regulatory  “For compounds with potentially labile metabolites, the stability of analyte in matrix from dosed subjects (or species) should be confirmed.” FDA guidance on bioanalytical method validation, May 2001



 “Additional validation may include investigation of samples from dosed subjects.” FDA guidance on bioanalytical method validation, May 2001



 ”Study samples may be used in addition to QC samples, but the exclusive use of study samples is not considered sufficient as the nominal concentrations of those samples is not known.” EMA guideline on bioanalytical method validation, February 2012
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Why consider ISS analysis? Scientific  Back conversion of unknown conjugates – directly on parent or metabolites  Acyl Glucuronides  labile analytes / metabolites  Enzymatic degradation of analyte(s)  Species differences
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EBF-Survey on Incurred Sample Stability
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Is ISS performed in your bioanalytical laboratories?



No



Yes, if felt necessary



Yes, always
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4



6



Comments: Comments:
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When did you implement ISS?



Prior to 2008
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2008



2010 or later
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1



Comments: Comments: http://www.europeanbioanalysisforum.eu
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What is your rationale for testing ISS (up to 3 voting's)? Negative experiences with labile analytes
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Difficulties to obtain reference material for metabolites



3



To exclude analyte/metabolite instability/back-conversionas error source, e.g. for ISR failure
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To demonstrate analyte stability in the presence of coadminstered/concomittant medication
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See comments
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Comments: Comments: To know what is the maximum time available between the collection of samples and the assay To investigate if ISS can support and supply LTS demonstrated by spiked samples Comments: Comments:
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Would you consider ISS for NCE's and NBE's?



Yes, for both



7



Yes, for both



7



No, only for NCE's No, only for NCE's



3 3



Comments: Comments: Comments:
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Do you investigate the Stability of Incurred Samples?



In animal species



1



In samples from animal species and humans



In animal species, but skipped for human samples if no liabilities are found in animal samples



Only for human samples



5



0
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Comments:



Comments: In human samples; in animals species only if we have hints of instability Human always, animal on a case by case situation (e.g. labile metabolites, long term tox Comments: with running samples at end of study) Comments: http://www.europeanbioanalysisforum.eu
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ISS in human samples is conducted?



As early as possible, e.g. FIM, MAD study



At a later stage
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4



Comments:



Comments: At a later stage we use the samples from the first couple of human trials to Comments:before phase III prepare pools for ISS. Aim is to have LTS data available
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Which experiments do you include in ISS? Only long-term storage stability of frozen study samples
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Long-term stability and thaw/freeze cycles



1



Long-term stability and room temperature stability



1



Long-term stability, thaw/freeze cycles and RT stability



See comments



3



1



Comments: Comments: Case by case. Long term storage (freezer) always, freeze-thaw and room temp on a Comments: Comments: case by case basis. If nasty (very) unstable metabolites then we include RT and FT
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Do you prefer to use individual study or pooled samples?



Individual samples



7



Pooled samples*



Comment:



3



1



Comments: Comments: *) These would require an established reference concentration at t = 0 Comments: Comments: Occasionally also individual e.g. if at a moment in time is the only way to obtain LTS data for x months/years. Individuals are also used to get an impression on how ISS may look when we start a protocol led ISS study. http://www.europeanbioanalysisforum.eu
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Your experimental design of ISS is similar to? The one for spiked stability samples, i.e. replicate analysis of pooled samples at two or more concentration levels at various stability time points



2



The one for ISR, i.e. single analysis of a certain number of individual samples at various stability time points



Both options are possible, for pooled samples a) for individual samples b)



7



1



Comments:
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Which acceptance criteria do you apply for ISS?



Nearly same approach as for spiked stability samples



3



Nearly same approach as for ISR samples



Exactly the same as for ISR



6



1



Comments:



Comments: If at least 6 stability time points are available, data should be analyzed by regression analysis. The limit of stability will be estimated as the last time (within the range of observed time-points) at which the 90% two-sided lower confidence interval for estimated stability from time 0 h (t0) is contained within the specification interval (85%, 115%) http://www.europeanbioanalysisforum.eu
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General Comments (condensed):  In nearly 100% of all cases, the ISS (up to 2 years of storage) could be shown.



 We do not perform ISS as part of our standard validation process. It is a case by case decision mainly driven by the evaluation of the stability of parent compound and metabolites.  2 recent examples with antibody drug conjugate (ADC): No issue of stability with spiked frozen QCs up to 2 years. With incurred frozen samples, increase of ADC concentrations with time compared to those measured at time 0 (same stability points of QCs and incurred samples analyzed in the same run). No obvious explanation



 Note, Acyl Glucuronides are only stable when hell freezes over.
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General Comments (condensed), cntd:  ISS is well established in my company. We perform it in the long term tox rat and large species mainly, also in both normal and patient samples. Generally, for stable samples we see no difference from in vitro stability. For unstable compounds, sample stabilizing procedures must be in place before embarking on ISS.  We have experienced in a few cases that ISR/ ISS conducted in FIM provided information’s on human specific conjugates (direct N- , Ogluc or acyl gluc conjugates) or a different distribution between conjugates and aglycones in human than in animal toxicity species at a stage in the development where we did not yet have any human AME data or human screening data. Here IRS showed poor reproducibility that after investigation was explained by ISS instability that was not observed in spiked samples. After optimization of stabilization of extract, ISS was confirmed, IRS was confirmed and study continued.
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Conclusion:  Currently no uniform approach within EBF member companies on if, how and when to conduct ISS.  However, the team consider ISS to be an imortant parameter that should be adressed to some level, depending on a scientific case by case evaluation.



 Team/EBF plans to continue the discussion in preparation of an EBF recommendation



http://www.europeanbioanalysisforum.eu



19



Acknowledgement Thanks to



 All EBF members for input to the survey  EBF Topic Team 2 • • • •



Silke Lüdtke, Boehringer-Ingelheim (Chair) Carl Johan Sennbro, Active Biotech Nathalie Mokrzycki, MSD Morten Kall, H. Lundbeck



http://www.europeanbioanalysisforum.eu



20



























[image: Survey on Data Clustering - IJRIT]
Survey on Data Clustering - IJRIT












[image: Survey on Data Clustering - IJRIT]
Survey on Data Clustering - IJRIT












[image: Survey on Malware Detection Methods.pdf]
Survey on Malware Detection Methods.pdf












[image: Impact of Feedback Delay on Closed-Loop Stability in ...]
Impact of Feedback Delay on Closed-Loop Stability in ...












[image: Impact of Feedback Delay on Closed-Loop Stability in ...]
Impact of Feedback Delay on Closed-Loop Stability in ...












[image: Bridgeland Stability Conditions on Fano Threefolds - Northeastern ...]
Bridgeland Stability Conditions on Fano Threefolds - Northeastern ...












[image: Live Feedback on Behavioral Changes]
Live Feedback on Behavioral Changes












[image: student feedback on teaching]
student feedback on teaching












[image: Bridgeland Stability Conditions on Fano Threefolds - Northeastern ...]
Bridgeland Stability Conditions on Fano Threefolds - Northeastern ...












[image: Survey on clustering of uncertain data urvey on ...]
Survey on clustering of uncertain data urvey on ...












[image: Sample survey Techniques]
Sample survey Techniques












[image: Sample survey Techniques]
Sample survey Techniques












[image: Update on Abyei - Small Arms Survey Sudan]
Update on Abyei - Small Arms Survey Sudan












[image: Update on Abyei - Small Arms Survey Sudan]
Update on Abyei - Small Arms Survey Sudan












[image: Mini survey on settlement hierarchy.pdf]
Mini survey on settlement hierarchy.pdf












[image: Multiuser Scheduling Based on Reduced Feedback ...]
Multiuser Scheduling Based on Reduced Feedback ...












[image: peer feedback on language form in telecollaboration - Core]
peer feedback on language form in telecollaboration - Core












[image: The Impact of Baroclinic Eddy Feedback on the ...]
The Impact of Baroclinic Eddy Feedback on the ...












[image: On the Stability and Agility of Aggressive Vehicle ... - IEEE Xplore]
On the Stability and Agility of Aggressive Vehicle ... - IEEE Xplore












[image: Effects of monsoonal rainfall on waste dump stability ...]
Effects of monsoonal rainfall on waste dump stability ...












[image: Effect of electron acceptor structure on stability and ...]
Effect of electron acceptor structure on stability and ...












[image: Effect of electron acceptor structure on stability and ...]
Effect of electron acceptor structure on stability and ...












[image: On the Stability and Agility of Aggressive Vehicle Maneuvers: A ...]
On the Stability and Agility of Aggressive Vehicle Maneuvers: A ...












[image: On Existence and Stability of Inva]
On Existence and Stability of Inva















Feedback on EBF survey on Incurred Sample Stability (ISS)






Nov 17, 2011 - Why consider ISS analysis? http://www.europeanbioanalysisforum.eu. 5. Scientific. âž¢ Back conversion of unknown conjugates â€“ directly on parent or metabolites. âž¢ Acyl Glucuronides. âž¢ labile analytes / metabolites. âž¢ Enzymatic degradation of analyte(s). âž¢ Species differences ... 






 Download PDF 



















 245KB Sizes
 0 Downloads
 257 Views








 Report























Recommend Documents







[image: alt]





Survey on Data Clustering - IJRIT 

common technique for statistical data analysis used in many fields, including machine ... The clustering process may result in different partitioning of a data set, ...














[image: alt]





Survey on Data Clustering - IJRIT 

Data clustering aims to organize a collection of data items into clusters, such that ... common technique for statistical data analysis used in many fields, including ...














[image: alt]





Survey on Malware Detection Methods.pdf 

need the support of any file. It might delete ... Adware or advertising-supported software automatically plays, displays, or .... Strong static analysis based on API.














[image: alt]





Impact of Feedback Delay on Closed-Loop Stability in ... 

partment at Nortel Networks building next-generation photonic transceivers and switches from 2000 to 2001, and in the High Performance Optical Compo-.














[image: alt]





Impact of Feedback Delay on Closed-Loop Stability in ... 

B. Zhang was with the Department of Electrical and Computer Engineering, ... J. S. Aitchison is with the Research Faculty of Applied Science and Engi- ...... Ph.D. degrees from the Physics Department, Heriot-Watt University, Edinburgh,.














[image: alt]





Bridgeland Stability Conditions on Fano Threefolds - Northeastern ... 

When the Picard rank of X is 1, Theorem 1.1 was proved in [Li15] with Î“ = 0 (the cases ... and by ANR-11-LABX-0040-CIMI within the program ANR-11-IDEX-0002-02; ...... to check that O(h) is Î²-stable, while for any m â‰¥ 2, the pull-back mâˆ—O(h) ...














[image: alt]





Live Feedback on Behavioral Changes 

Abstractâ€”The costs to find and fix bugs grows over time, to the point where fixing a bug after release may cost as much as. 100 times more than before release. To help programmers find bugs as soon as they are introduced, we sketch a plugin for an 














[image: alt]





student feedback on teaching 

I am very grateful to Judith for giving us a very good learning experience in Structural Geology. Even though the course load is heavy, I managed to learn a lot ...














[image: alt]





Bridgeland Stability Conditions on Fano Threefolds - Northeastern ... 

When the Picard rank of X is 1, Theorem 1.1 was proved in [Li15] with Î“ = 0 (the cases ... and by ANR-11-LABX-0040-CIMI within the program ANR-11-IDEX-0002-02; ..... Let (Î±0,Î²0) be the top point on the semicircle W. By Lemma 3.4 the derivative ...














[image: alt]





Survey on clustering of uncertain data urvey on ... 

This paper mainly discuses on different models of uncertain data and feasible methods for .... More specifically, for each object oi, we define a minimum bounding .... The advances in data collection and data storage have led to the need for ...














[image: alt]





Sample survey Techniques 

surveyor can, broadly speaking, make the samples as precise as resources permit. Method of collection ... of Government and business statistics are collected as by-product if routine ...... businesses. For a fee they'll also have a computer dial each














[image: alt]





Sample survey Techniques 

... supplement data obtained by observation, mail questionnaire and interviewing; that is , ..... reminder letter sent about one week after the initial mailing to persons ..... have auto-dialers built in to pull up and dial numbers at specified inter














[image: alt]





Update on Abyei - Small Arms Survey Sudan 

Jan 30, 2015 - In the 20 June 2011 Addis Ababa agreement, the Government of Sudan (GoS) .... open support for the SPLM/A-IO would likely result in swift ...














[image: alt]





Update on Abyei - Small Arms Survey Sudan 

Jan 30, 2015 - In the 20 June 2011 Addis Ababa agreement, the Government of Sudan (GoS) .... open support for the SPLM/A-IO would likely result in swift ...














[image: alt]





Mini survey on settlement hierarchy.pdf 

Mini survey on settlement hierarchy.pdf. Mini survey on settlement hierarchy.pdf. Open. Extract. Open with. Sign In. Main menu. Displaying Mini survey on ...














[image: alt]





Multiuser Scheduling Based on Reduced Feedback ... 

Aug 28, 2009 - Relayed transmission techniques have the advantages of enhancing the ..... concepts for wireless and mobile broadband radio,â€� IEEE Trans.














[image: alt]





peer feedback on language form in telecollaboration - Core 

Language Learning & Technology ..... using a course management system called Moodle, an open source platform ..... appropriate use of telecollaboration.














[image: alt]





The Impact of Baroclinic Eddy Feedback on the ... 

5 U. R sech2(y/s). (2). We use the following values for our control parame- ters: UR 5 40 m s21 ..... verse is found at low frequency, when baroclinicity anomalies are ..... time scale with a single number when the eddy forcing spectrum has some ...














[image: alt]





On the Stability and Agility of Aggressive Vehicle ... - IEEE Xplore 

is used to capture the dynamic friction force characteristics. We also introduce the use of vehicle lateral jerk and acceleration in- formation as the agility metrics to ...














[image: alt]





Effects of monsoonal rainfall on waste dump stability ... 

Keywords Iron-ore mining Ð‘ Waste dump Ð‘ Water table Ð‘. Slope stability Ð‘ Factor of ..... Multiple linear regression analysis of a dataset comprising four variables ...














[image: alt]





Effect of electron acceptor structure on stability and ... 

The generic structure of an organic solar cell, a bulk heterojunction has two distinct and continuous layers. One consists of an electron donor, this layer is usually.














[image: alt]





Effect of electron acceptor structure on stability and ... 

Organic solar cells offer a cheap alternative to silicon based solar cells. ... Top view: Measurement. Shine light on sample. Vary voltage, and measure current.














[image: alt]





On the Stability and Agility of Aggressive Vehicle Maneuvers: A ... 

design a control strategy for autonomous aggressive maneuvers by using the ... attention in recent years. ...... Jingliang Li received the B.S. degree in automotive.














[image: alt]





On Existence and Stability of Inva 

direct product of m-dimensional torus T m and n-dimensional Euclidean space. En. .... matrix of system (5), which turns into an identity matrix at the point t = Ï„, i.e..


























×
Report Feedback on EBF survey on Incurred Sample Stability (ISS)





Your name




Email




Reason
-Select Reason-
Pornographic
Defamatory
Illegal/Unlawful
Spam
Other Terms Of Service Violation
File a copyright complaint





Description















Close
Save changes















×
Sign In






Email




Password







 Remember Password 
Forgot Password?




Sign In



















Information

	About Us
	Privacy Policy
	Terms and Service
	Copyright
	Contact Us





Follow us

	

 Facebook


	

 Twitter


	

 Google Plus







Newsletter























Copyright © 2024 P.PDFKUL.COM. All rights reserved.
















