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Clinical safety: Depends on the product

Erythropoietin: High-risk product
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Molecular model of erythropoietin with complex N-linked glycans at sites N24, N38 and N83. The
glycan-protein linkages are likely to exhibit considerable flexibility; the structure shown is just one
possible conformation.
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Successful treatment with the fully human
antibody panitumumab after a severe infusion
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Figure 2 - Computed tomography scans of the patient's liver (A) before and (B) after 2 months of panitumumab therapy, showing response

to treatment.
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The draft CHMP guideline: Immunogenicty of mAbs

* Some specific aspects of immunogenicity are exclusively
or primarily relevant for mAbs, novel mAb derivatives (eg
Fab fragments, scfv, nanobodies, minibodies) or
biosimilar mAbs and these are addressed in this
guideline.

* Anti-antibody antibodies are a technological challenge.
« Can we define what ,risk” is and can we handle it?
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What is ,,risk“?
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RISK = PROBABILITY X | | CONSEQUENCES
AND DEVELOPMENT — CANDIDATE — PREDICTION * Cellular immunoprofiling j
* Mechanism of action
» Aggregates
sStucte Product-related
* Expression system e » Therapeutic index
c Formulation « Vulnerability of patients
RISK : (P)Ltl:ty * Endogeneous counterpart
* vthers - Therapeutic alternatives
IDENTIFICATION . _ * Extent of knowledge on consequences
* Intrinsic (disease, genetics,...) « Others
* Extrinsic (previous/concomitant
medication etc) Patient-related
* Route of administration factors
* Previous exposure
+ Others
AVAILABLE KNOWLEDGE ACCUMULATION Revisit regularly
« Same or similar compounds | =) OF DATA — during lifecycle
- Research (risk is a ,living“ concept)




Taking ,,risk“ to next level: Risk assessment

RISK IDENTIFICATION (...see previous slide)

Assay finetuning

. (e.g., increasing sensitivity on the
Available knowledge " cost of increased false positives)
- same compound

- similar compounds Assay design

“ar

(available? Standardized? Feasibility in clinical practice?)

research
. Clinical readout(s) (safety and efficac
accumulation of data / N ut(s) (safety icacy)
//

RISK ASSESSMENT Ability / Necessity...

(= Translation of - ... to control factors?
findings/assumptions) - to early (e.g., IgM) and reliably detect unwanted immune responses

- ... to detect loss of efficacy in absence of control
- ... to trace patients
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Taking ,,risk“ to next level: Risk mitigation

RISK IDENTIFICATION (...see previous slide) <l'_‘—
1T Available knowledge
- same / similar compounds
\?l - research . Revisit
accumulation of data during
RISK ASSESSMENT (...see previous slide) Lifecycle

(,,living“ concept)

Available knowledge

- same / similar compounds

- research
accumulation of data

NIk

RISK MINIMISATION / MITIGATION

- standardisation / systematic approach (within development — between manufacturers)

- extent of safety database pre-approval (including frequency of sampling)

- need to control for risk factors in clinical trial?

- need to power for safety rather than efficacy?

- extent of post-marketing activities

- extent of analysis * IgM ? (early stop-of-treatment decision for high-risk compounds?)
* IgG subclasses ?
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