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Conclusion
In oncology, surrogate outcomes

are increasingly being used to

expedite the approval of new

drugs. Surrogate endpoints,

including progression-free survival

(PFS), disease-free survival (DFS),

and response rate (RR), can be

assessed earlier than clinically

relevant outcomes such as overall

survival (OS), which is considered

the gold standard endpoint in

oncology.

Whilst filing with surrogate data

may be sufficient to achieve early
regulatory approval, this data may

be challenged by health

technology assessment (HTA)

bodies due to an uncertain

correlation with patient-relevant

endpoints.

This research examines the

relationship between surrogate

endpoints and HTA outcomes in

Non-Small Cell Lung Cancer

(NSCLC) across Germany, France

and the UK. 

Products that received EMA

marketing authorization for

NSCLC between 2012-2022 were

filtered to identify those with
published appraisals from

Germany’s Federal Joint

Committee (G-BA), France's

National Authority for Health

(HAS), and the UK’s National

Institute for Health and Care

Excellence (NICE).

Products were then categorized

based on the endpoint for which

they were granted regulatory

approval: OS vs. PFS, DFS or RR. 

HTA outcomes (benefit

rating/ASMR/recommendation) of

products with OS data vs.

surrogate endpoints at first

submission for the relevant
indication were then compared in

each country. 

In Germany and France, products

submitting with mature OS data

received more favourable HTA

outcomes compared to products

that filed with surrogate

endpoints. 

However, in the UK, products

submitting with surrogate

outcomes were more likely to

receive a positive

recommendation compared to

those with mature OS. It is

important to note that in addition

to the Cancer Drugs Fund, which

allows for temporary

reimbursement of products with

high clinical uncertainty, the

modelling approach used by NICE

allows surrogate endpoints to be

factored into cost-effectiveness

estimates.

Overall, manufacturers must

consider that launching NSCLC

products without mature OS data

may have adverse consequences

on HTA outcomes in Germany and

France, which could impact pricing

and access. The UK however may

be more accepting of surrogate

outcomes for NSCLC drugs.
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Seventy-five percent of products with mature OS

data received a positive added benefit rating (i.e.

any rating above 'no added benefit') in at least

one subgroup, compared to 27% of those with

surrogate endpoints.

Thirty eight percent of drugs with mature OS data

were awarded a ‘major added benefit’ rating vs

four percent of those with surrogate endpoints.

Figure 1: G-BA Benefit Ratings for EMA NSCLC Drug MAs from 2012-2022

Figure 2: HAS ASMR ratings for EMA NSCLC Drug MAs from 2012-2022

Fifty-five percent of products with OS data
received an ASMR III compared to only 11% of
products with surrogate endpoints. 

Ninety-five percent of products with surrogate
outcomes were recommended for routine use or
for use within the Cancer Drugs Fund, compared
to 80% of products with OS data.

Figure 3: NICE Guidance for EMA NSCLC Drug MAs from 2012-2022
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