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Assessing Immunogenicity in the clinic
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Tiered assay approach for immunogenicity in a GCP study
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Focus of
ﬂ ﬂ Y session

Immunogenicity = ADA + PK + PD/NADb + Clinical symptoms EBF
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Abstrace Most biotherapeutics can elict immune responses in dosed recipients
generating anti-drug antibodies (ADAs) Neutralizing antibodies (NADs) are a subpopula-
gon of ADAs that can potentially impact patient safety and directly mediate loss of drug
efficacy by blocking the bwological activity of a therapeutic product. Therefore, NAb
detection i an imporant spect of immunogemcity assessment, requiring sensitive and
reliable methods reflective of the therapeutic mechamism of action (MoA ). Both cell-besed
and non cell-hased assays are viable options for NAb asscssment, However, the scientific
approach for the selection of a sulable sssay format (e l-based or non cell-basad) for NAb
assessment is not cumently well defined. In this manuscript, the authors summarize the design
and utility of cell-based and non cell-based N Ab assays and recommend a NAb assay format
@ lection approach that relies on a combinstion of three factors These indude (1) the
thermpeutic MoA, (#) the evidence of desirable assay performance charactenistics, and (i)
nsk of immunogenicity. The utibty of correlating NAb response with pharmacodyn amic data
5 also discussed. The alm of this paper s to provide a consistent sirategy that will gusde the
wlection of saentifically justified assay formats capable of detecting dinically relevant NAbs
for biotherapeutics with varying Mo As and diverse complexity.

Yuanxin Xu - Genzyme/Alnylam
Shalini Gupta - Amgen

KEYWORDN assay formar; biotherapeunc, mechanism of action: neutralicing antibody

Remuka Pillutla - Bristol Myers Squibb
oleen White - Biogen/Merck KGaA
Manoj Rajadhyaksha - Regeneron

Presented at EBF Immunogenicity meeting in 2016

http://www.europeanbioanalysisforum.eu 5

EBF



Considerations for defining approaches
for NAb assays
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Cell-based assay

Cell-based assay as primary choice,
non cell-based assay as an
alternative

Non cell-based CLB assay

Cell-based assay or non cell-based
assay

Non cell-based CLB assay
recommended; cell-based assay
possible with a suitable cell line

Cell-based assay(s)

Cell-based effector assay
recommended, cell-based binding
assay or non cell-based CLB assay
acceptable with justification

Enzyme bioactivity assay and/or
cell-based assay; two assay may
be needed



Implementing Nab assays that have an
appropriate scientific rationale

3 Area’s that define an appropriate scientific rationale:

» Risk Based Assessment

— What is the likely need of assay for characterization of unwanted
immunogenicity
— Safety impact of non redundant endogenous counterparts
» Mechanism of Action

— Does assay reflect biological mechanism for therapeutic
» Assay Performance

— Sensitivity

— Precision

— Matrix interference
— Drug Tolerance

Session today will cover case studies of how
these areas can be addressed EB/F
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