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Challenges in measuring OS in Oncology clinical trials

Aikaterini Fameli, PhD

Ph III trials in oncology increasingly rely on evolving endpoints, and there is growing, 

cross-stakeholder acknowledgement that reliance on OS presents key limitations:

Delayed access 

to potentially life-saving 

therapies

LONG DURATION 

OF STUDIES
• OS can now take more than 10 years to demonstrate 

in well-managed indications
1

CONFOUNDING 

/ LACK OF 

POWERING

Denied access 

to potentially life-saving 

therapies

• Subsequent treatments, cross-over and non-cancer 

related deaths are increasingly confounding OS benefit 

in early lines, while achieving statistical significance can 

be challenging in rare / orphan indications
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INABILITY TO 

REFLECT 

“TRUE VALUE”

• In certain disease settings such as palliative care, 

patients may have broader health priorities not captured 

by OS

Reduced access 

to therapies with 

improved outcomes 

beyond survival
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Implications for patients

Surrogate endpoints provide a key opportunity to address such limitations, in scenarios with:

Long baseline survival, early-stage cancers, early-lines of therapy, areas with high unmet needs and rare/orphan indications
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Archetype Description / Rationale / Mindset

‘OS-focused’

• Firm believers that survival outweighs any other endpoint 

and that OS stands as the only ‘gold-standard’ for novel 

therapies in oncology: 

➢ All oncology clinical trials should include OS as a 

patient-relevant endpoint, regardless of challenges that 

have been acknowledged 

- -

‘PFS / OS-centric’

• Stakeholders understand / acknowledge the challenges 

associated with collection of OS data and are accepting 

of surrogates in lieu of this: 

➢ Where possible, PFS / DFS should always be 

accompanied by OS, even if not mature

‘Open to novel 

endpoints’
(pCR, MRD, ctDNA, etc.)

• Very open to exploring novel endpoints in the interest of 

bringing novel therapies to market faster and / or 

fostering innovative science

➢ Such endpoints should be justified through correlation 

studies vs. OS / PFS

Perception relating to the use of surrogate endpoints varies according to 
stakeholder ‘archetypes’ and / or geography

Aikaterini Fameli, PhD
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Based on perspective of legislation

HTA / Payer Oncologist / KOL Patient ‘OS-focused’ ‘PFS / OS-centric’ ‘Open to novel endpoints’

Primary Research (US, UK, DE, FR, UK, IT, ES, JP, CA): Payers / HTA stakeholders (n=26), Oncologists / KOLs (n=28), PAGs (n=15)
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Differing perception of surrogate endpoints (SEPs) between patients and 
HTA/payers by advanced versus early disease

Aikaterini Fameli. PhD

Patients and payers show an inverse relationship in their focus on OS as disease progresses, highlighting the alternative value 

perception of patients, and the disconnect in the context for the optimal use of surrogate EPs / PROs

Primary Research (US, UK, DE, FR, UK, IT, ES): Payers / HTA stakeholders (n=21), Oncologists / KOLs (n=21), PAGs (n=10)

HTAs / 

Payers

Advanced disease / Metastatic diseaseEarly disease / Non-metastatic disease 

• Patients are keen to be ‘cured’

• Freedom from progression becomes important 

(pain-free and comfortable time with their close ones)

• OS data is critical to demonstrating / attributing 

value in end-of life context

• Given challenges of obtaining OS (especially for ‘chronic 

cancers’), greater openness to surrogate endpoints 

(with expectation for immature data & / or commitment 

to long term evidence generation)

Patients 

Increasing focus on survival benefits

Increasing focus on Survival benefits
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PFS

PFS2

DFS

ORR

pCR

MRD

ctDNA

There is varying perception to the acceptance of surrogate endpoints across
stakeholder groups

Aikaterini Fameli, PhD

Optimal 

Setting

Surrogate

Endpoint

Key Takeaways

Metastatic 

Disease

Early 

Disease

Orphan 

Disease
HTA / 

Payer 

Oncologist 

/ KOL Patient Regulator

Primary Research (US, UK, DE, FR, UK, IT, ES): Payers / HTA stakeholders (n=21), Oncologists / KOLs (n=21), PAGs (n=10)

Level of Acceptability

HighLow

• Lack of awareness or familiarity correlates with lack of acceptance, as 

stakeholders want and need to see data showing the correlation of surrogate 

endpoints (SEPs) with OS.

• Oncologists are the most familiar with, and thus accepting of, SEPs and 

PROs, and are more open to endpoints such as PFS, DFS, pCR and MRD 

depending on the stage of the disease and indication.

• Payers show more resistance in acceptance of SEPs driven by difficulties in 

assessing added benefit / cost effectiveness without OS data, and lower 

confidence in the link from SEPs to OS

• Patients while not technically familiar with SEPs, are more accepting than 

other stakeholders across all endpoints, as part of their desire for a longer life 

(or cure), focusing on how to make the disease more manageable and are strong 

advocates of PROs



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Potential Barriers to Acceptance of Surrogate Endpoints from Payers and 
Oncologists

Aikaterini Fameli, PhD

Inconsistent 

definitions of 

surrogates

Inconsistent tools of 

measurement

Inability for H2H 

comparison

Not perceived as 

‘true’ surrogates

Not considered as 

‘patient-relevant’ 

outcomes

• There is inconsistency in definitions of surrogate / novel endpoints across trials; 

urgent need for surrogates to be easily defined and understood 

unanimously, in an analogous way to OS

• There is a challenge around measuring the surrogates with consistent tools / 

methodologies; MRD negativity processes are not standardised currently 

which can lead to varying results and faulty comparisons

• It is challenging to make direct comparison of novel therapies with existing 

therapies using surrogates, only hard endpoints such as OS are considered 

as ‘common denominators’ enabling H2H comparisons

• There are no ‘true surrogates‘ as by definition, a surrogate should provide 

exact correlation and a known risk function to predicting the final outcome; 

PFS, ORR, MRD are all considered to be just lab parameters with no established 

correlation

• G-BA and IQWIG generally do not accept non-OS endpoints (e.g., PFS, ORR) as 

in their view, only mortality, morbidity, QoL and safety are patient-relevant 

outcomes seen to add clinical value
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Challenges with surrogate EPs Key Takeaways
“Surrogates should be very well 

defined / there should be conversion 

tables for translating incremental 

benefits - a common denominator as 

PFS / OS is very important”

ES Payer

“MRD could see a higher acceptance 

upon standardising the measurement 

process” 

US Haematologist

“All patient-relevant outcomes hold 

equal importance; however there’s 

increasing stress on QoL” 

DE Payer

HTA / Payer Oncologist / KOL

Primary Research (US, UK, DE, FR, UK, IT, ES): Payers / HTA stakeholders (n=21), Oncologists / KOLs (n=21), PAGs (n=10)



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Strategic imperatives to overcome system-wide barriers to adoption / 
acceptance of Surrogate Endpoint and PRO in oncology

Aikaterini Fameli, PhD

Primary Research (US, UK, DE, FR, UK, IT, ES): Payers / HTA stakeholders (n=21), Oncologists / KOLs (n=21), PAGs (n=10)

Driving greater acceptance of surrogate endpoints and PROs in oncology

Improve knowledge

and build confidence in the

CORRELATION OF SURROGATE 

ENDPOINTS WITH OS

Ensure more ‘PATIENT-DRIVEN’ 

EVALUATIONS of novel therapies, 

with greater emphasis on PROs

Address payer concerns around

ATTRIBUTION OF VALUE TO 

SURROGATE EPs AND PROs

• Use of conditional access to accelerate 

access whilst generating evidence to 

reassure payer that price reflects long-

term benefit & value 

• Early engagement with stakeholders to 

gain buy-in to trial design and approach 

• Developing ‘payer-friendly’ guidelines for 

the use of surrogates and PROs, to build a 

common understanding

• Establishing robust RWE / observational 

data registries to instil confidence in 

correlation of surrogate EPs with OS

• Development of ‘patient-friendly’ 

educational materials, to ensure patients 

understand the meaning of PROs.

• Give more weight to PROs to 

complement other non-OS endpoints until 

OS becomes available

• Explore quality of survival and duration 

of response also as a hope for a cure 

from cancer
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