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Implementing COU statements – the importance of stakeholder 
discussions

James Beecroft, Roche



What is a Context of Use Statement

§2-4 sentences;

§defining the biomarker and biology

§documenting the purpose and intended use

§guiding the biomarker scientist (and all stakeholders) on development and validation 
decisions, as well as interpretation of data
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The COU Statement
Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target Biomarker (BM) in patients with 
target positive solid tumors. The data will be exploratory and 
used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.
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The first challenge!
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• Need to implement change

COU statement had not been used at Roche before!

• Requires explanation and enlightenment

Some people had not heard of context of use before!

• Someone needs to drive it

Who is responsible?



What can you expect?
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WHEN?

WHERE?

WHO?

WHY?
WHAT?

HOW?



6

Questions?

Will it save us 
time and 
money?

Do you need 
any input from 

us?

What is the 
benefit of 

incorporating a 
COU 

statement?
Is it not better 
to perform a 

“full validation” 
just in case?

Can we have 
standardized 

COU 
statements?

Who creates 
the COU?



The Positives
How Context of use and Roche 
already align
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• Many biomarker experts
• Deep understanding of biology

Experienced 
biomarker 

departments

• Good choice of platforms and latest technologies 
• Ability to request reagent generation
• In-house assay development
• Focused groups covering multiple technologies 

(Flow/LCMS/Proteomics/Genomics/LBA)

Experienced 
analytical 

departments

• Bioanalytical and biomarker scientists part of the clinical and 
project teams

• Opportunity to discuss and liaise with key stakeholders
Project teams
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The Challenges
How Roche creates some 
challenges
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• So many stakeholders….
• Identifying the correct people
• Many different departments to communicate with

Large Project 
teams

• Alignment on how to implement COU between many different biomarker 
groups

• Different interpretations, different technologies, different backgrounds 

Multiple 
biomarker 

groups

• Investment is required to fully understand the biology/biomarker
• Lack of appetite to invest in exploratory markers in early stages
• Easier and cheaper to use one “fully validated” method across all programs

Budget
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Biomarker Strategy

Pathology & Tissue

Regulated Bioanalytics

Genetics & Genomics

PKPD & Clinical Pharmacology

Immunosafety

Bioanalytics and Biomarkers

Biomarker Sciences

Departments 
to align



The Fear 
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• Fear of the regulators
• The worry that we do not 

make the correct decisions –
potential impact of studies

• Defaulting to PK BMV 
guidelines – a comfortable 
feeling

• Missing an opportunity 

Fear of 
Missin
g out



The Project – Entry into Human

§ An open label Phase 1 study to evaluate safety, PK and anti-Tumor activity of bispecific antibody.

§ Target expression is confirmed via patient tumor biopsy screening.

§ Study will assess multiple solid tumors (Cutaneous Melanoma, Renal Cell Carcinoma, Colorectal Cancer, NSCLC, 
Pancreatic adenocarcinoma).

§ Up to 150 patients to be assessed across the course of the study.
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The Project

§ Drug molecule is a bispecific antibody

§ A dual target competent PK assay has been developed (free PK)

§ Two targets, one potential soluble marker and one membrane bound marker

§ We initiated COU discussions relatively early in the study

§ The biomarker assay had already begun development

§ The biology was already well researched and documented

Created with BioRender.com
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Soluble Biomarker (sBM) – soluble target

§ BM has 7 isoforms 

§ 3 isoforms are soluble – all others are membrane bound

§ A total sBM ELISA was requested

§ Disease state concentrations expected to be higher than in healthy individuals

§ An increase in membrane shedding is expected following treatment (increase in soluble target)

§ Followed by decrease in soluble target as tumour reduces
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The Stakeholders
Who helped construct the COU statement

§ Biomarker Lead

§ Biomarker Scientist

§ Bioanalytical Development Scientist

§ Clinical Pharmacology

§ Bioanalytical Manager

18



How did the COU statement help?
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
The species and matrix
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Total or Free assay
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Population
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Protocol Endpoint
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Use of data
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay 

needs to be able to detect increases and decreases over 
time.

A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Change expected
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



How did the COU statement help?
Endogenous level
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Validation of an Immunoassay in human serum to evaluate the 
levels of total soluble target BM in patients with target positive 
solid tumors. The data will be exploratory and used in two ways
1. To assess whether the BM can assist modeling/exposure 
2. Track PD effects following tumor regression. The assay needs 

to be able to detect increases and decreases over time.
A sensitivity of 0.1 ng/mL is required.



What was missing from the COU statement

§ Observed or anticipated concentration changes – its an unknown

§ Biological and physiological variability – unknown 
§ Maybe the first clinical studies will provide this information ready for the later phases?

§ Accurate description on the decisions being taken on the data – data being generated to test if marker is useful. 

§ A priori acceptance criteria – difficult to set without knowing biological and physiological variability or anticipated 
changes
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Next Steps!

§ Feedback assay performance (analytical variability) and capabilities to stakeholders

§ Determine if validated assay meets requirements of COU

§ Update COU once information on desired levels of change and/or %variability has been obtained.

§ Due to low endogenous levels, the current objective is to assess whether the target can be measured and its future 
usefulness.
§ Sensitivity and ranges could be further defined
§ Differences between indications

§ Potential to be used in PK/PD modeling or as PD marker

§ Redefine COU following initial parts of EIH study 
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How we plan to handle future COU 
statements
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§ Clinical Biomarker questionnaire now 
available

§ Covers scientific information and 
rationale and intended use of the 
data



How we plan to handle future COU statements

§ Generic COU statement templates will be drafted

§ To help guide the discussion and keep some harmonization between analytes

§ Each COU statement template will need to be fully adapted each time
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Template
COU 

Statements



How we plan to handle future COU statements
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To be continued

§ Lets see how the process unfolds over the next few months….
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Doing now what patients need next


