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Disclaimer

This presentation represents the view of the EIP working group and is 
not necessarily reflective of the specific views of any member company.

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Agenda
EIP recommendations on Immunogenicity Risk 
Assessment for a tailored mitigation and monitoring 
strategy of Biotherapeutics: 
• Literature Overview & Gaps
• Immunogenicity Risk Factors
• Assignment of Overall Risk Level incl. points 

considered in EIP discussion
• Tailored risk-based clinical immunogenicity 

monitoring and sampling strategy
• Immunogenicity risk assessment impact on clinical 

mitigation beyond the bioanalytical monitoring
• Impact of IRA during development
• Interactive session on assignment of overall risk 

level and definition of tailored bioanalytical 
strategy

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Deep Dive into
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EIP recommendations for Immunogenicity Risk Assessment

EIP Immunogenicity Strategy Working Group:
Consensus of 26 authors from 23 companies 
incl. feedback from FDA Reviewer

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Immunogenicity Risk Assessment Process

Immunogenicity Risk Assessment enables to define a tailored mitigation & monitoring strategy to ensure 
safe and efficacious biotherapeutics reach patients

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Created with Biorender
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Regulatory Guidance for IRA of Biotherapeutics

FDA: Immunogenicity Testing of Therapeutic Protein 
Products (2019, FDA-2009-D-0539)

• Comprehensive overview of immunogenicity risk factors
• Consequences of clinical immunogenicity on efficacy & 

safety incl. hypersensitivity

• Inclusion of immunogenicity risk assessment expected in 
IND submission

• Multi-tiered testing strategy
• Method validation and method development

EMA: Guideline on Immunogenicity assessment of 
therapeutic proteins (2017, EMEA/CHMP/BMWP/14327/2006 Rev 1)

• Multidisciplinary evaluation of immunogenicity risk factors 
incl. clinical consequences

• Nonclinical assessment of immunogenicity
• Assay development and sampling strategy
• Integrated summary of immunogenicity

FDA: Immunogenicity Assessment for Therapeutic Protein 
Products (2014, FDA-2013-D-0092) 

Immunogenicity Risk Assessment is required by health authorities (HA)

EMA: Guideline on immunogenicity assessment of 
monoclonal antibodies for in vivo clinical use (2012, 
EMA/CHMP/BMWP/86289/2010)

• Assay recommendations
• Immunogenicity risk assessment recommendations incl. 

relevant risk factors
• Integrated summary of immunogenicity

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Literature Overview & Gap Analysis

Though extensive literature is available 

• there is a lack of a harmonized framework on the 
immunogenicity risk assessment and its use 
throughout different development stages

• no updated and comprehensive list of 
immunogenicity risk factors

• no harmonized guidance on how to assess the 
overall immunogenicity risk level exists

• unclear whether business risk aspects are taken into 
consideration in the IRA

• Lack of risk-tailored bioanalytical strategy

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Immunogenicity Risk Identification

EIP Recommendation: Rating of each risk factors using only two categories low or high

1. 2.

3.

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Created with Biorender
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1. Product-related risks & consequences

• Sequence liabilities are the major contributor to 
immunogenicity risk
• Human, partially human, non-human
• Sequence homology to endogenous counterpart incl. 

polymorphisms
• Mode of action

• suppressing vs. activating the immune system
• soluble multimeric targets
• membrane-bound targets 

• ADA-mediated crosslinking w. enhanced pharmacology
• expressed on antigen presenting cells 

• Effector functions
• Targeted modification e.g. pegylation

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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2. Process-related risks & consequences

Established IG risk factors include
• Aggregates
• Impurities
• Container closure
• Chemical modifications
• Glycosylation
• Formulation

• Advances in manufacturing and analytics improved drug 
quality control limiting impact of process-related impurities 
on IG for IV/SC formulations

• Concerns shifted to later development when manufacturing 
process is changed (scale up, facility change etc.)

• If any manufacturing change results in product quality 
attributes exceeding their established limits an IRA is required

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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3. Patient- & treatment-related risks & consequences

• Patient immune status

• Endogenous counterpart high abundance vs. null 
mutation / low expression and prior treatment 
experience with similar therapy

• History of allergy

• Pre-existing ADA against small antibody formats, 
PEG

• Route of administration

• IV / SC similar risk for mAbs only!

• Dosing frequency (single dose vs. chronic dose)

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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How to assign an overall risk level prior to start of clinical 
development?

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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EIP Discussion on assignment of overall immunogenicity risk 
level

Weighting of risk factors against 
each other

Use of numerical rating system 
based on risk factors

Topic EIP Discussion Summary
Detailed vs. simplified rating of 
individual risk factors

Highest confidence present for low risk 
whereas differentiation into moderate vs. 
high more difficult. Recommendation to use 
only low/high categories, however, no 
restriction to go beyond 2 categories

Not implemented in most companies

Weighting depends on individual case incl. 
modality type, no general recommendation 
possible

Purpose of individual risk factor 
evaluation

Define (early) mitigation strategies, estimate 
consequences and probability of occurrence 
(based on previous experience and literature data)

Challenge: direct translation of 
risk factor combinations into 

clinical outcomes is uncertain!

Probability to observe 
consequences
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EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Assign risk category based on 
safety or safety and efficacy 
consequences

Impact of IG on business risk shown in 
literature (failure of “low” risk molecules 
in Phase 1) but both approaches are used
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Assignment of Overall Immunogenicity Risk Prior to Start of 
Clinical Development

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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IRA - Hypersensitivity 
• May affect patient safety 
• May not necessarily be mechanistically linked to ADA

Immune-related AEs
• Acute or delayed hypersensitivity reactions (including anaphylaxis) 
• Cytokine release syndrome (often driven by MoA of the therapeutic)
• Consequences may vary widely
• Often unpredictable

à to be monitored closely and management strategies available even if IRA indicates low risk including 
ad-hoc sampling

à Characterization to elucidate underlying pathophysiology for irAE may identify patient at risk and provide 
information on mitigation strategies (depending severity and frequency; and not always possible)

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Tailored risk-based clinical immunogenicity 
monitoring and sampling strategy

IRA drives the IG bioanalytical monitoring strategy and defines

1. Assay types
2. Schedule/timing of analysis 
3. Sample collection
4. Choices for supporting clinical endpoints for PK, PD, efficacy and safety

Risk based approach 
• Allows for a flexible investment of time, assays and cost in testing strategies
• Allows prioritization of essential activities bringing added value and ensure appropriate resource 

allocation
• Level of investment for ADA assay development and sample analysis may be staggered based on the IG risk 

and the clinical development phase
• Engage with HA to aling on overall strategy: IG sampling and testing

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Phase I Phase II Phase III/Pivotal Study
Low Moderate High Low Moderate High Low Moderate High

Assay available Analyze 
samples

Analyze samples

fully validated 
assay

Analyze 
samples

Analyze samples

fully validated 
assay

Analyze samples

fully validated assay

Tailored risk-based clinical immunogenicity 
monitoring and sampling strategy

Event-driven IG testing strategy
• Banking samples
• Analyse only when altered PK,PD/efficacy or safety-related event
• Batchwise ADA analysis at study end

Consultation with HA is advisable prior to implementing (eg clarifying as part of IRA, testing/monitoring strategy at start clinical development)

ADA testing strategy

Risk 
classification

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Tailored risk-based clinical immunogenicity 
monitoring and sampling strategy

*EIP paper, Lotz et al AAPSJ 2022 - on recommendation as when to 
extend ADA monitoring beyond study end

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Phase I Phase II Phase III/Pivotal Study

Low Moderate High Low Moderate High Low Moderate High

ADA testing 
strategy

Assay available Analyze samples Analyze samples Analyze samples

Timing of 
ADA 

analytics

Collect and hold

Analyse in case 
of unexpected 

PK/PD or safety 
AE

End of Study 
(EOS)

At least at the end of 
each dose level

Close monitoring prior to 
next drug administration

EOS Batch wise 
throughout study

Close monitoring

EOS
(recommend to frontload 
analysis ahead of study 

end)

Batch wise 
throughout study

Close monitoring

ADA sample 
collection 
frequency

Baseline, end of 
cycle/dose tier 
(based on 
dosing)

Baseline and
end of each 
cycle/dose tier
Selected 
timepoints at
7-14 days
3-6 weeks
EOS

Baseline
Onset 7-14 days
End of cycle/dose tier
For consecutive 
cycle/dose tier: predose
and EOS

Frequent sampling

Post-study FU sampling 
required for high risk with  
serious safety 
consequences from ADA*

Baseline
End of cycle/dose 
tier
Selected timepoints 
at
7-14 days
3-6 weeks based on 
regulatory 
requirements and 
project needs
EOS

Frequent 
sampling through 
all stages

Less frequent sampling 
than phase I and II

Frequent sampling 
through all stages 
and EOS

Post-study FU 
sampling required 
for high risk with  
serious safety 
consequences 
from ADA*

Ad hoc samples in case of SAE as part of safety assessment
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Tailored risk-based clinical immunogenicity 
monitoring and sampling strategy

• Moderate and high risk  - ADA testing to be conducted during clinical development
• Need for ADA characterisation (NAb assay) is risk based

• For Moderate risk therapeutics,  NAb may not be required for non-pivotal studies and may be guided on impact seen on PK, 
PD/efficacy and safety

• Availability of active PK and PD endpoints can be used to conclude on the neutralizing impact of ADA (integrated approach) 

Phase I Phase II Phase III/Pivotal Study

Low Moderate High Low Moderate High Low Moderate High

ADA testing 
strategy

Assay 
available

Analyze samples Analyze samples Analyze samples

ADA 
characterisation
Neutralization

Not 
needed

Assess the 
need and 
consider 
reagent 

generation

NAb for high risk is 
often expected

Consider integrated 
(active) PK/PD/ADA 

as potential 
alternative

Not 
needed

NAb evaluation to be 
considered for moderate risk, 

expected for high risk

Consider integrated (active) 
PK/PD/ADA as strategy instead 

of NAb

Consider 
integrated 
(active) 

PK/PD/ADA as 
strategy 

instead of Nab

NAb evaluation  expected 
for moderate and high 
risk

Consider integrated (active) 
PK/PD/ADA as strategy 
instead of NAb

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Tailored risk-based clinical immunogenicity monitoring 
and sampling strategy

EIP Immunogenicity Risk Assessment WG
EIP Open Symposium 2026

Phase I Phase II Phase III/Pivotal Study

Low Moderate High Low Moderate High Low Moderate High

ADA testing 
strategy

Assay 
available

Analyze samples Analyze samples Analyze samples

ADA 
characterisation
Neutralization

Not 
needed

Assess the 
need and 
consider 
reagent 

generation

NAb for high risk is 
often expected

Consider integrated 
(active) PK/PD/ADA 

as potential 
alternative

Not 
needed

NAb evaluation to be 
considered for moderate risk, 

expected for high risk

Consider integrated (active) 
PK/PD/ADA as strategy instead 

of Nab

Consider 
integrated 
(active) 

PK/PD/ADA as 
strategy 

instead of Nab

NAb evaluation  expected 
for moderate and high 
risk

Consider integrated (active) 
PK/PD/ADA as strategy 
instead of Nab

Othe domain 
specificity, cross-

reactivity to 
endogenous 
counterpart

Not 
needed

Assess the 
need and 
consider 
reagent 
generation

Assess need and 
selection of relevant 
assay if of added 
value

Not 
needed

Assess need and selection of 
relevant assay based on Phase 

I data if of  added value

Assess need and selection of relevant assay 
based on Phase I/II data if of  added value

• Need for domain specificity is risk based and if off added value
• Fit for purpose approach can be followed: for multidomain therapeutics, if one domain is linked to potential safety/efficay, domain 

characterisation limited to that domain



21

Tailored risk-based clinical immunogenicity monitoring 
and sampling strategy - focus on HIGH risk category

EIP Immunogenicity Risk Assessment WG
EIP Open Symposium 2026

Phase I

Low Moderate High

ADA testing
strategy

Assay 
available

Analyze samples

ADA characterisation
Neutralization

Not needed Assess the 
need and 
consider 
reagent 

generation

NAb for high risk is 
often expected

Consider integrated 
(active) PK/PD/ADA 

as potential 
alternative

Othe domain 
specificity, cross-

reactivity to 
endogenous 
counterpart

Not needed Assess the 
need and 
consider 
reagent 
generation

Assess need and 
selection of relevant 
assay if of added 
value

Need for IG monitoring with additional ADA characterisation
(focus on risk-based demand) and more frequent sampling at 
early stage (to mitigate risk when occuring)

Advantage of early stage expanded ADA characterisation
is provision of data that may correlate with ADA mediated 
safety signals and inform on appropriate mitigation and 
intervention strategies

• Typically, PK/PD testing including safety biomarkers
• Sampling for ADA and/or NAb/domain characterisation

• Valuable if Nab is expected to drive safety consequences

• Valuable if specific domain is driver for the high risk category
• Cross-reactivity to endogenous counterpart valuable if its neutralization 

is the driver for the high risk
• For ADA- mediated exaggerated pharmacology, tailored testing is 

required (e.g. cytokine release)
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Sampling and testing strategy – additional 
considerations

Sample use and volume considerations
• Clinical protocol and ICF: allow for residual PK sample use in ADA and additional characterisation methods (NAb or domain) 

or in case of high risk projects if additional ADA analysis is required
• Pretreatment baseline to have sufficient volume to develop the additional ADA characterisation methods

Testing paradigm

• S/N instead of titer for ADA response magnitude – independent of the risk class but suitability is data driven, 
depending on assay characteristics and dynamic range of the method (upfront consultation with HA recommended 
prior to implementation)

• No analysis of non-treated placebo study participants 
• Placebo samples can be used as disease baseline
• In case of pre-ADA (high prevalence), placebo samples can be analysed to assess natural longitudinal fluctuation of 

pre-existing Ab

• Large Phase III/pivotal study – low risk: Collect and analyse for ADA only in representative subset of study 
participants, representative of ethnicity and disease spectrum (consult HA upfront!)

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Immunogenicity risk assessment impact on clinical 
mitigation beyond the bioanalytical monitoring

Clinical mitigation strategies
• Identify and exclude patient at risk for severe safety consequences
• Adjust dosing frequency – avoid intermittent dosing
• Infusion related reactions: slowing rate or lowering dose, versus stop infusion/treatment – with careful evaluation if re-introduction of 

treatment is possible and immunosuppressive premedication
• If hypersensitivity is observed, ad hoc sampling is recommended to investigate if ADA is the cause (Type I and Type III reactions) and to define 

appropriate mitigation

Mitigation depending on risk category if impact on efficacy or safety

• Life-threatening diseases without alternative treatment options:
• Discontinuing treatment for patients with ADA impacting efficacy and/or safety may result in disease progression and be fatal
• Mitigation: tolerance induction strategies (high drug or novel approaches); concomitant immunosuppressive treatment

• Life-threatening with alternative treatment options
• Treatment discontinuation for patients not showing therapy benefit to allow alternative medication

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Impact of IRA during development

DISCOVERY Non-clinical 
development Clinical development Post-Marketing

Preventive de-risking 
possible

Monitoring and mitigation (if possible)

Risk assessment early on allows considering the immunogenicity related risk factors leading to the 
candidate with best/lowest IG risk profile while maintaining essential pharmacological aspects and 
characteristics
• adaptation of mitigation strategies based on specific risks identified

Derisking via selection of most optimal therapeutic 
modality:
• Consideration of MoA -risk for altered pharmacology 
• Different target binding properties, 
• Presence multimeric binding sites, 
• FcgR/complement binding
• Half-life extension

Derisking by design and sequence optimization (in 
silico, in vitro tools)  to reduce 
• Immunogenic T cell epitopes
• Pre-existing antibody binding
• Immune complex formation
• Product internalisation
• Aggregate formation 

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Impact of IRA during development

DISCOVERY Non-clinical 
development Clinical development Post-Marketing

Preventive de-risking 
possible

Monitoring and mitigation (if possible)

In support of FIH

• Define a bioanalytical monitoring and mitigation 
strategy based on the IRA prior to the start of 
clinical development

• Consultation and agreement on strategy with HA

Nonclinical studies 
• ADA to support data interpretation (impact exposure, efficacy, iR safety 

events) 
• IRA helps in defining business risk for ADA method development : 

development at risk ↔ development data driven

• ADA incidence not predictive for immunogenicity incidence in human
• Extrapolation to human of causality of IG related consequence on safety, 

PK/PD, efficacy if MoA related and target biology/binding characteristics 
are similar between species à may affect monitoring and mitigation 
strategy FIH

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Impact of IRA during development

DISCOVERY Non-clinical 
development Clinical development Post-Marketing

Preventive de-risking 
possible

Monitoring and mitigation (if possible)

Clinical 
Life cycle management approach, with risk, monitoring and mitigation strategy to be adjusted once clinical data is available 
(risk decreased or increased – e.g. safety implications), and throughout clinical development, with continuation through BLA 
and after market approval

• Implementation of a tailored clinical bioanalytical strategy and assays
• Iterative adjustments of monitoring and/or mitigation plans based on clinical data
• Interactions with HA (scientific advise as applicable)

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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Interactive session – please take out your mobiles
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Translate IRA into a tailored bioanalytical strategy

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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IRA-based IG monitoring - Example 1 
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Product-related:
• fully human monoclonal antibody
• low sequence risk after in silico (& in vitro assessment)
• mode of action: 

• function blocking 
• soluble, monomeric target, 
• no effector function
• PD effect within 1-3 days post administration (acute 

mode of action); PD marker available
Process-related:
• All CQAs in typical range for mAbs
Patient-related:
• healthy volunteers in Phase I
• Patients with normal immune status
• No evidence for pre-existing ADA
Treatment-related:
• Single IV administration (acute mode of action)! 

-> NO SECOND DOSE

Risk Identification Risk Evaluation

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Potential IG consequences:
• Impact on PK possible without impact on PD
• No safety consequences (no endogenous counterpart, 

no exaggerated pharmacology)
• Hypersensitivity possible as with all mAbs, no 

additional risk identified

low moderate high
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EIP recommendation – Example 1

Which IG risk category would you assign to the program? 
Low 

Would you analyze ADA in Phase 1? 
Collect and hold, analyze in case of unexpected PK, PD/efficacy (if applicable) or safety–related AE

Would you analyze ADA samples with a fully validated method?
A fully validated ADA method is typically implemented in pivotal clinical studies, except for high-risk molecules where full validation 
may be considered in earlier phases.

Would you implement a NAb assay in Phase 3 (ADA/NAb dev. delayed to PD)?
Consider integrated (active) PK/PD/ADA strategy instead of NAb

Engage with Health Authorities to align on IG sampling and testing
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IRA-based IG monitoring - Example 2 
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Product-related:
• fully human monoclonal antibody
• No in silico & in vitro assessment 
• mode of action: 

• function blocking 
• soluble, monomeric target
• no effector function
• PD marker available

Process-related:
• All CQAs in typical range for mAbs
Patient-related:
• Healthy volunteers in Phase I
• Patients with normal immune status
• No evidence for pre-existing ADA
Treatment-related:
• Chronic SC administration (Q3W)

Risk Identification Risk Evaluation

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Potential IG consequences:
• Impact on PK and PD, efficacy possible 
• No safety consequences (no endogenous counterpart, 

no exaggerated pharmacology)
• Hypersensitivity possible as with all mAbs, no 

additional risk identified

low moderate high
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EIP recommendation – Example 2
Which IG risk category would you assign to the program?
Impact on PK/PD efficacy difficult to predict
Low 
• when  low number of risk factors identified
• confidence in low ADA incidence based on prior knowledge (e.g. information on structurally similar cpd available or compounds 

targeting same molecule w/o safety concern
Moderate
• In case of high(er) uncertainty regarding modality and/or impact of identified risk factors

Would you analyze ADA in Phase 1?
Low: Collect and hold, analyze in case of unexpected PK, PD/efficacy (if applicable) or safety–related AE
Moderate: Analyze samples

At which frequency would you include sampling for Phase 1?
Low: Baseline, end of cycle/dose tier (based on dosing)
Moderate: Baseline, end of cycle/dose tier, selected timepoints at 7–14 days and 3–6 weeks based on regulatory requirements and 
project needs and EOS

Would you implement a NAb assay in Phase 2 (total PK, PD available)?
Low: Not needed
Moderate: NAb evaluation to be considered for moderate risk; consider integrated (active) PK/PD/ADA strategy instead of NAb

Would you implement a NAb assay in Phase 3 (total PK, PD available)?
Low: Consider integrated (active) PK/PD/ADA strategy instead of NAb
Moderate: NAb evaluation expected for moderate Consider integrated (active) PK/PD/ADA strategy instead of NAb

Would you invest in an active PK instead of NAb?
Low & Moderate: Consider integrated (active) PK/PD/ADA strategy instead of NAb

Engage with Health Authorities to align on IG sampling and testing
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IRA-based IG monitoring - Example 3 
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Product-related:
• IgG-scFv
• Low risk in in silico & in vitro assessment
• mode of action: 

• function blocking 
• IgG: soluble and membrane bound target; scFv: soluble, 

dimeric target
• no effector function
• PD marker available

Process-related:
• All CQAs in typical range for mAbs
Patient-related:
• Healthy volunteers in Phase I
• Patients with normal immune status
• Pre-existing ADA
Treatment-related:
• Single IV dose in phase I; multiple dose in later trials 

Risk Identification Risk Evaluation

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Potential IG consequences:
• Impact on PK and PD, efficacy possible
• No safety consequences (no endogenous counterpart, 

no exaggerated pharmacology)
• Hypersensitivity possible as with all mAbs, no 

additional risk identified

low moderate high
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EIP recommendation – Example 3

Which IG risk category would you assign to the program?
Impact on PK/PD efficacy difficult to predict
Low 
• when  low number of risk factors identified
• confidence in low ADA incidence based on prior knowledge
Moderate
• In case of high(er) uncertainty regarding modality and/or impact of identified risk factors

Would you analyze ADA in Phase 1?
Low: Collect and hold, analyze in case of unexpected PK, PD/efficacy (if applicable) or safety–related AE
Moderate: Analyze samples

Would you implement domain characterization and if yes, when?
Assess need and selection of relevant assay if of added value (based on Phase 1 / based on Phase 1 / 2 data). New manuscript in preparation.

Would you implement two NAbs assay in Phase 2?
Low: Not needed
Moderate: NAb evaluation to be considered for moderate risk; consider integrated (active) PK/PD/ADA strategy instead of NAb

Would you implement two NAbs assay in Phase 3?
Low: Consider integrated (active) PK/PD/ADA strategy instead of NAb
Moderate: NAb evaluation expected for moderate; consider integrated (active) PK/PD/ADA strategy instead of NAb

Engage with Health Authorities to align on IG sampling and testing
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IRA-based IG monitoring – Example 4
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Product-related:
• Endogenous protein 
• Full sequence homology to endogenous counterpart
• mode of action: 

• functional redundancy expected, but not proven
• PD marker available

Process-related:
• All CQAs in typical range for mAbs

Patient-related:
• Patients in Phase I
• Rare disease (non-life-threatening)  with normal immune 

status
• No pre-existing ADA

Treatment-related:
• Single and multiple IV administration in Phase I

Risk Identification Risk Evaluation

low moderate high

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026

Potential IG consequences:
• Impact on PK and PD, efficacy possible
• ADA & NAb cross-reactivity to endogenous counterpart 

possible
• Hypersensitivity possible as with all biotherapeutics, no 

additional risk identified
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EIP recommendation – Example 4

Which IG risk category would you assign to the program?
(Moderate risk only when data on functional redundancy available)
High risk when no data on functional redundancy available: It is important to underline that consequences of neutralization of an endogenous 
protein with partial redundant function may not always lead to immediate clinical symptoms (FDA Guidance 2014), emphasizing that a high-risk 
categorization should be considered in case of uncertainty towards full functional redundancy.

Would you analyze ADA in Phase 1?
ADA: Analyze samples (fully validated assay)

At which frequency would you include sampling  for Phase 1?
Baseline, onset of ADA response such as Day 7–14 after first exposure, end of cycle/dose tier, for consecutive cycle/dose tier pre-dose and EOS
Frequent sampling through all stages. Post-study follow-up sampling required for high-risk with serious safety consequences from ADA Consider use 
of other samples, i.e. PK/PD sample for additional ADA analysis In disease population collect higher volume of pre-dose samples (at least 2ml)

Would you implement a NAb assay and if yes, when? 
NAb for high risk is often expected in Phase 1 and is expected in Phase 2 and 3. Consider integrated (active) PK/PD/ADA as potential alternative

Engage with Health Authorities to align on IG sampling and testing

EIP Immunogenicity Risk Assessment – Deep Dive
17th Open Scientific EIP Symposium 2026
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BACKUP
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Immunogenicity Risk Adaptation in Clinical Development

ADA w/o impact on PK, PD, safety (retrospective analysis)

ADA with impact on PK w/o impact on PD, safety

ADA impact on PK/PD w/o impact on safety
• Low risk, when assignment only based on safety
• Moderate risk, when business risk taken into consideration

ADA impact on safety and when treatment decisions depend on 
ADA development

No ADA observed

Immunogenicity risk level can be adapted based on incoming clinical data allowing adjustments in IG mitigation 
and monitoring (healthy volunteers ≠ patients):
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