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Overview
Ø Scientific organising committee
Ø Topics covered in Lisbon
Ø Current regulatory landscape
Ø Session summaries
Ø Workshop output
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Scientific organising committee

Ø David Egging
Ø Michaela Golob
Ø Jo Goodman 

– EBF Strategic Workstream Leader for Immunogenicity
Ø James Munday
Ø Robert Nelson
Ø Timo Piironen
Ø Marianne Scheel Fjording
Ø Philip Timmerman
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Meeting format consisted of main sessions 
and panel discussions
Ø Main Sessions

– Regulatory
o Regulatory landscape 
o EBF feedback on the draft EMA and FDA guideline and 

guidance
– Challenges of drug tolerance and interferences
– Alternatives for neutralising antibody (nAb) 

assessment
– Cut point setting

Ø Panel sessions
– Regulatory and cut point setting
– Request for questions/burning issues ahead of the 

meeting
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Two new draft regulatory documents for 
immunogenicity assay development and 
validation

http://www.europeanbioanalysisforum.eu 5



Regulations on immunogenicity in EU

Ø “Immunogenicity assessment of biotechnology-derived 
therapeutic proteins” 
(2008 – EMEA/CHMP/BMWP/14327/2006)

– currently in revision 

Ø “Immunogenicity assessment of monoclonal antibodies 
intended for in vivo clinical use 
(2012 - EMA/CHMP/BMWP/86289/2010)

Ø Guideline on similar biological medicinal products 
(2015 - CHMP/437/04 Rev 1) 

Ø Guideline on immunogenicity assessment of biotechnology-
derived therapeutic proteins 
(2015 - EMEA/CHMP/BMWP/14327/2006 Rev 1)
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Regulations on Immunogenicity in US 

Ø “Assay development for immunogenicity testing” (2009 
– draft)

Ø “Immunogenicity assessment for therapeutic protein 
products” (2014)

Ø “Scientific considerations in demonstrating biosimilarity
to a reference product” (2015)

Ø Assay development and validation for immunogenicity 
testing of therapeutic protein products (2016 - draft)
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Japan 
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Currently there is no regulation or guideline on 
immunogenicity published by Japanese Health 
Authorities 



Current plans in Japan

Ø In preparation:
Manuscript about “Points to Consider for ADA 
Assays” is in preparation by a research group 
founded by AMED (Japan Agency for Medical 
Research and Development) 
– Members are from NIHS, PMDA, pharmaceutical 

companies and CROs

However, the manuscript is a research paper not a 
regulatory guidance
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Current landscape on Immunogenicity 
outside of ICH?

Ø Brasil (ANVISA)
– Accepted as an ICH member as of November 2016
– Currently there is no regulation or guidelines
– When Biologics regulation were published back in 2010, it 

mentions that immunogenicity clinical data needs to be 
presented as part of the marketing license application, 
however it does not instruct on how to do it

– International guidelines (FDA or EMA) 

Ø China (CFDA)
– Plans to form consensus among industry and research 

instates by publishing a series of “white papers” which 
includes immunogenicity 

– After industry consensus is formed, guidance will be 
planned
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Summary of the immunogenicity regulatory 
landscape
Ø Recommendation for an ICH harmonisation guideline
Ø Multi-factorial approach to define the molecule risk

– Endogenous non-redundant counter-part means high risk
Ø Validated assays needed at BLA

– The assay isn’t validated until the regulators agree
– Crucial to have appropriately stored samples

Ø Pivotal trial = generally Phase 3
Ø Mid PC is expected during validation (FDA) yet not in 

sample analysis
Ø Peptides >40 aa needs immunogenicity assessment 

depending on the risk level (FDA)
Ø LTS – trending analysis could be a viable alternative  
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Summary drug tolerance and target interference

Ø Importance of addressing these issues as part of the 
integrated immunogenicity assessment 

Ø Reviewed current assay techniques to overcome issues
Ø Drug Tolerance

– Acid dissociation/method - pro/cons 
– Dilution to shift equilibrium to free ADA
– Standardised reporting across industry?

Ø Target interference
– Target depletion/blocking strategies
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Summary of alternatives for nAb assessment

Ø Only a minority of safety issues have been detected due 
to nAb assay findings

Ø PK/PD assays can predict the nAb status in some cases
– Regulatory view PK/PD assays are no alternative (yet) for 

dedicated nAb assays
Ø The validation of the PD assay can be challenging
Ø Retrospective and prospective analysis is needed to get 

more data
Ø In some cases, a single PK assay for the detection of 

active drug may be enough to detect nAb status
Ø Competitive Ligand Binding Assays (CLBAs) can be used 

to replace cell-based nAb assays
Ø Risk-based approach should be used (MoA)
Ø May be beneficial to develop both CLBA and cell-based 

assay early on
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Summary of cut point setting

Ø Different approaches to setting cut points
– Parametric (mean) and Robust Parametric (median) often 

most appropriate/used
Ø 5% (average) false positive rate recommended 

– Acceptable range of false positives is 2-11%
Ø FDA discourages to use dynamic cut-point

– Further investigation is required
– Most common approach is a floating cut point

Ø For pre-existing antibodies use a titer approach to verify 
treatment boosted responses

Ø In-study cut point is not needed if the trial population is 
similar to the validation population

hTT-sp://www.europeanbioanalysisforum.eu 1423/11/2016



Actions from the workshop

Ø This session in Barcelona
Ø Workshop report 
Ø Recommendation on standardised reporting on drug 

tolerance and titer
– Define goal and timelines before end of 2016
– Collaborate with EIP (working group)

Ø EBF to reflect on training – tutorial if focused on topics 
(EBF not placed to repeat existing training provided by 
industry)

Ø Case study workshop on immunogenicity affecting PK
Ø Consortium to share data à learning
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