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EBF had limited activities focussed on 
immunogenicity prior to 2016

Ø Historically EBF activities around immunogenicity have been limited 
– Topic Team on the sense/non-sense of neutralising antibodies
– Feedback as EBF during public consultation for guidance
– Long-term stability testing for anti-drug antibody (ADA) assays
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EBF implemented an Immunogenicity Strategic 
Workstream (SW) in 2016
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Immunogenicity SW activities did not stop there 

Ø One output from 2016 FW was standardising reporting of titre 
and drug tolerance

– 2 Mini Workshops (mWS) at EBF Closed EBF Meetings
– 1 mWS at EBF Open Symposium in Barcelona (2017)
– Conference report has been written ready for publishing

Ø mWS on preclinical immunogenicity assessment, March 2017 
Ø mWS at Closed EBF Strategy Meeting, March 2018

– Ideas gathering amongst member company representatives leading to 
this FW

– Main focus on positive controls and the value for stability assessments
Ø EBF Training Day on Critical Reagents with a dedicated 

session to immunogenicity, May 2018
– Recommendations presented from team and mWS discussions
– Slides: http://www.e-b-f.eu/td201805-slides
– Presentation planned at EBF Open Symposium in Barcelona (2018)
– Plans to publish a paper

Ø Involvement in AAPS-sponsored ADA Validation Testing and 
Reporting Harmonisation 
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Immunogenicity topics popular within the EBF 
community (March 2018)
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Regulatory citations/questions

Standardised reporting

FDA selectivity

Changing disease state

Positive Control

Risk categories

Preclinical ADA

Standardising clinical testing

Others

Immunogenicity mWS Topic Responses

One extra suggestion: in all tiers are all validation parameters necessary?
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So what is the challenge?

Ø Mixed approach for MRD mainly driven by differences in guidance

Ø If MRD is included should all dilution steps be included? 
– FDA only mentions MRD and interpretation of what constitutes MRD is 

different

1. Only the reciprocal of the titre dilution is used 
2. First sample dilution multiplied by the reciprocal of the titre dilution
3. All dilution steps within the method multiplied by the reciprocal of the 

titre dilution
q First sample dilution
q Acid dissociation
q Dilution from methods such as SPEAD/ACE
q Dilution from addition of labelled reagents
q Any other source of adjustment

Ø Prescribing physicians utilise titre as a way of comparing products
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EBF survey results (2017) on MRD* 
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Positive control (PC) discussions

Ø Variety of approaches for positive controls 
– Monoclonals, polyclonals and/or panel of monoclonals
– Usually what works best in the assay
– Human controls from trials not generally used

Ø May switch PC when moving to neutralising antibody assays
Ø Range of immunisation protocols

– Species, immunisation length, adjuvants, purification
– Dependent on stage of project, time line, volume needed, 

company practice
Ø Selection of PC levels

– MPC (value in validation and position)
– Setting of LPC
– Use of limits
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Ø EBF formed an Immunogenicity Strategic Workstream in 2016
– Focus Workshop (FW) in 2016
– Conference paper report published in Bioanalysis
– Discussions continue within the EBF core companies 

o Preclinical immunogenicity 
o Minimal required dilution and titre reporting 
o Drug tolerance
o Positive controls
o Stability
o Critical reagents

Ø 2nd Immunogenicity FW
Ø EBF will continue to work on immunogenicity focussed topics 

presenting/publishing outputs
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Drug tolerance – EMA (2017)  
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