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Case Study 8: Anna Laurén - NovoNordisk

Cross-functional collaboration to form the assay strategy for Target 
engagement and potential CDx biomarkers

Case Study 9: Mathias Gebauer - Merck KGaA

Identification of pathways represented in liquid biopsy samples from 
osteoarthritis and autoimmune disease patients by microRNA biomarker 
profiling which could be used for patient stratification in clinical trials

Case study 10: Axel Meyer - Abbvie

Validation of a ddPCR Assay According to its Context-of-Use

Case study 11: Laetitia Sordé​ - Sobi

IVD, fit for purpose...somewhere in between
Case Study 12: Ulrich Kunz - Boehringer Ingelheim

A total soluble target ELISA - translating CoU into an analytical strategy 
and a validation plan

Case Study 13: Richard Hughes - Drug Development Solutions

Off-the-shelf “validated” biomarker assays – fitting a square peg into a 
round hole

Case Study 14: Manuel Daldin - IRBM

Novel and ultrasensitive SMC assay for the measurements of 
polyglutamine length- independent huntingtin protein, a 
pharmacodynamic biomarker in human CSF 

Case Study 1: Ulrich Kunz - Boehringer Ingelheim
An explorative physiological response pd biomarker - from CoU to 

measurement using a commercial ELISA kit

Case Study 2: Lien Dejager - UCB Biopharma
Importance of cross-functional interactions to define, align and 

understand CoU

Case Study 3: James Lawrence - F-Star Therapeutics
Context of Use? It’s Just Exploratory!

Case Study 4: Peter Groenen - Idorsia
CoU, from Babylonic confusion to patient benefit: how to be accurate and 

precise.

Case study 5: Philip De Decker, Argenx
CoU as guide for the bioanalytical assay objectives for a phase I dose 

escalation study

Case study 6: Daniel Thwaites - Labcorp drug development
An Evolving CoU Culture on Biomarker Assay Validation – Applications 

from LBA to ELISpot in Supporting Immunotoxicology Safety 

Assessments

Case Study 7: James Beecroft - F. Hoffmann La Roche
Implementing COU statements for the first time - the importance of 

stakeholder discussions
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As a biomarker analytical scientist 
being more strong in challenging 
biomarker assay requests from 
stakeholders with focus on lessions
learnt from previous similar request. 
Making the best out of experiences 
with assays and biomarker 
measurements in order to avoid 
waste of resources and samples.
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• Should there be more data to justify ‘fishing 
expedition’?
• (spoiler- there was but couldn’t be disclosed)

• 2 questions on CoU strategy process (has 
been presented in more detail online by 
Claire Seal in 2021) 
• https://e-b-f.eu/wp-content/uploads/2021/05/10.-

Claire-Seal-F-Star.pdf

• Analytical platform choice- why always V-
plex!

• Could CoU contain more information on 
acceptable variation and assay 
requirements

• I I wish I had used more external data to set 
clearer assay requirements even though it 
was so exploratory

https://e-b-f.eu/wp-content/uploads/2021/05/10.-Claire-Seal-F-Star.pdf
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• Preanalytical conditions are key and 
the sampling strategy may often be 
undervalued and underserved in the 
biomarker strategy

• No matter how balanced your 
strategy on science/analytics and 
resources, try to avoid this blind spot 
for the biological aspects of the 
biomarker (e.g., proteoforms, 
isoforms, analogues) consider, in 
view of the CoU the upfront 
investment to better understand the 
biology of the biomarker

• CoU is not sufficient and not intented
to capture all the complexity around 
the biomarker development,
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• Consensus that there is a responsibility on 
the CRO to push/utilise CoU, but this also 
lies in part with the sponsor. It should be a 
collaboration between CRO and Sponsor.

• My aim going forward will be to focus on 
updating the Biomarker Validation SOP 
internally – away from PK guidelines and 
towards CoU. Start a working group with 
other method develop/validation scientists, 
Study Managers and Senior Management 
to push through this change.

• Focus on Specificity/Selectivity and 
Stability first. Accuracy and Precision come 
second and should drive the acceptance 
criteria of the assay.
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• To reconsider having tiered validation 
levels and templated statements. 
This has been tried by some 
organisations and feedback was to 
try and move away from this 
approach. This feedback will be 
taken back to Roche.

• The bioanalyst needs to take a lead 
on suggesting appropriate 
acceptance criteria.

• Take ownership of the assay 
capabilities and what can be 
achieved by the assay.

• The context of use statement could 
provide more information on the 
assay specific requirements.
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• Cross-functional collaboration and 
communication was important to forms the 
CoU and validation plans

• CoU will help to design the appropriate 
”size/efforts” of analytical validation

• One of the assays need a better specificity 
than the original research assay
Change of assay format was needed 

• One of the assays may end up as potential 
CDx
Initial validation can be limited size/effort to 
support the ”early” studies as a ”proof of 
concept” and to guide 
development/contracting of later CDx device
Consider to source research cohorts to 
support ”proof of concent” for CDx
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Ø Better use smaller panel of 
selected microRNAs

Ø How many responders do you 
expect in your patient population?

Ø Validation of potential responders 
that were identified via microRNA 
expression profiling in clinical 
trials
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• don‘t jump into action when asked 
to develop an assay for a 
biomarker

• clearly define the CoU first
• make sure the stakeholders are 

aware of this and agree (most 
important)
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• CoU was “Define eligibility to treatment according to BM 
levels, allow fast TAT for prompt inclusion decision» 

• Ella platform was chosen and validated according to this 
CoU before being implemented at clinical sites

• Keeping the already established MSD assay would have 
prevented a «fast and easy of use» assay 
implementation, sites would have likely declined as too 
challenging/ assay transfer would have failed / treatment 
decision delayed and efficacy impacted (timing 
dependant)

• We would not have reached the targeted precision with 
MSD assay. This important point was discussed with 
clinical stakeholders and was key for sites enrolment

• Following PK guidelines would have prevented running 
the single and multi-sites precision with the right 
samples, the right design and the right statistics. It would 
have failed homogenous patients inclusion, making data 
interpretation impossible
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• Could more pressure be put on 
manufacturers to better evaluate 
the true shelf life of their 
reagents? 

• Under the principals of CoU, we 
can’t have requests for the 
‘biomarker list’ anymore. 

• Please stop asking me for a list of 
validated assays. 
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