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A powerful partnership

> Is Hybrid MS?

— A LBA assay with a different detector?

— A mass spec assay with a different sample
prep?

— A combination of LBA & MS with the pros and
cons of each technique?

— Going forward, it may be even less
straightforward - into new territory
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How extensive are Hybrid assays

A finger on the pulse survey outcome

» 2/3 companies that responded are
using LC-MS for protein analysis

» Protein analysis by LC-MS is used
across all phases of R&D

» The most used application is for
PK assays




EBF leadership over the years
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LC-MS/MS of large molecules in a regulated
bioanalytical environment — which acceptance

criteria to apply?

A next invitation for discussion...

Bioanalysis

Toward decision-based acceptance criteria
for Bioanalytical Method Validation: a
proposal for discussion from the European
Bioanalysis Forum

Reference: Bioanalysis (2018) 10(16), 1255-1259

2017

Focus meeting Large Meets
Small & EBF team formed
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Focus workshop — BA
strategies LBA & LCMS united




2020 — A new dawn

» Continue the journey and keep
the discussion ongoing. The
discussion’s don't just impact
Protein LC/MS/MS but all new
future technologies that support
PK/safety

 We need to have a simple
solution, fit for the future




One themes run from 2011 until today

Method validation: acceptance criteria

— Is ‘Size of molecule’ or ‘Technology’ the driver to define acceptance
criteria?
— Why is 4-6-20 acceptable for LBA assays and not Chromatography?

» Should the acceptance criteria be based on the end point

» Should we as an industry move to decision-based acceptance

criteria e.g. PK acceptance criteria?
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Abstract

The use of LC-MS(/MS) assays to quantify (biotherapeutic or biomarker) proteins is commonplace and well accepted
across industry. There is a good understanding on the added value over conventional analytical technologies (i.e., ligand-
binding assays). In fact, the impact of combining small- and large-molecule technologies for large-molecule analysis has
played a significant part in bringing the bioanalytical communities closer together and building a mutual respect and
understanding between scientists. This paper from the European Bioanalysis Forum presents a history of the journey and
future perspectives for hybrid assays, with focus on the unanswered scientific questions, including regulatory discussions
to be had. Hybrid assays are essentially a combination of ligand-binding assays and MS, and the ICH M10 guideline does
not address this approach directly. Decision-based acceptance criteria are still being discussed, and the industry should

continue to do so.




In conclusion, over the last decade, the EBF’s message has been
consistent and clear. In a world where companies’ portfolios
become ever more complex and new modalities continue to test
and challenge the bioanalyst, let us concentrate on sound
science and pave the way to harmonized, science-driven
acceptance criteria in support of the fast delivery of safe and
effective medicines for patients.




The next installment

» The EBF team has a wealth of experience
» Lets share those experiences
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Paper 1

> “What” to measure (intact or partial protein)
» “What” signature peptide to select
> “What” reference materials to use

> “What” internal standards to select




Paper 2

» “How” to pre-treat samples

» “How” to select the correct instrumentation
» “How” to process data

» “How” to automate

> “How” to perform pre-validation

> “How” to validate
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The Race Continues

Les installations du circuit du Mans (long de 13 km. 482), s'améliorent d'année en année. Les organisa-
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Science-driven acceptance, to support the fast delivery of
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Contact Information

EBF

Questions: info@e-b-f.eu

European Bioanalysis Forum vzw

www.e-b-f.eu
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