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Supplementary figure 1: Overview of DICSA 5 step process for generating biological / clinical plausible survival extrapolations
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Supplementary Table 1: Table template for comparing differences in aspects between selected information sources and the target setting defined in DICSA 1 and for qualitative assessment of how these differences would have affected the observed survival in the selected information source. 




Supplementary materials: Structured expert elicitation (SEE) approach
We encourage researchers to use a structured expert elicitation (SEE) approach to generate bounds for plausible survival extrapolations. When conducting SEE it is important to ensure that experts are presented with the full existing data package to inform their decision. It is also important to provide the experts feedback during the elicitation process as to what their selected values mean both in terms of the survival point estimates in comparison to existing data and general population mortality, and in terms of the implied hazard function the estimates dictate when multiple timepoints have been elicited.
Questions which should be considered during the feedback process prior to experts being given the opportunity to revise estimates could include:
· Are the corresponding mortality hazards at any point lower than general population mortality hazards?
· Is predicted survival longer than general population mortality?
· How do landmark survival estimates compare to clinical expectation and observed data for earlier timepoints? 
· How does the predicted trend in hazards compare to clinical expectation and observed data for earlier timepoints?
· Where two or more treatments are considered what do the landmark estimates provided imply in terms of incremental survival and is this in line with clinical expectation?
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DICSA

Aspects which may influence treatment 

pathway and disease process

Patient characteristics

Treatment: previous, 

concomitant, subsequent

Surrogate events

Intermediate 

events

(Mechanism 

of action)

• Aspects are bounded by those collected 

in the trial, see protocol 

• Targeted review and clinical expert 

input may inform relevant PVs and EMs 

(aspects) influencing survival

• PVs: age, geography, ECOG PS, 

• EM. PD L1>50%

• (Mechanism of action)

• Define target setting for these aspects

• Identify information sources (see 

paper) to set expectations around 

survival and to model the link between 

covariates and both SoC survival 

(PVs)  and relative survival (EMs)

1–2

2–3

System of risk equations predicting survival including all relevant 

aspects as covariates most generalizable to target setting

Immature survival data without link to relevant aspects; discuss

potential bias with clinicians

Mature survival (most generalizable to target setting) but no link to 

any relevant aspect; discuss potential bias with clinicians

Selection of sources of survival data for predictions should be 

based on data suitability criteria as suggested in NICE RWE 

framework appendix 1. 

Grading of available sources of survival information

(best to worst); compare expectations across sources and present 

to clinical experts

Update information sources (DICSA 2) and 

update identified  aspects and corresponding 

values  defining target setting accordingly

1. Justify why DICSA 4 

expectations were implausible, 

(e.g., missing aspects, aspects 

changed in target setting over 

course of model development)

Compare DICSA 4 predictions and acceptability 

ranges with modelled lifetime survival predictions

Potential reasons for conflicts

1. DICSA predictions 

implausible 

2. Lifetime modelled survival 

implausible

2. Modify modelled survival 

(with for instance expert 

elicitation)

5

4

Structured expert elicitation questions (simplified 

example) given the totality of evidence 

• What proportion of patients are expected to be alive at 2 years, 

5 years, 10 years and 20 years in the target setting?

• What is expected survival difference at 2 years, 5 years, 10 

years and 20 years in the target setting?

• I believe that it's very unlikely that the proportion is less than 

XX percent or greater than YY percent?

• Consider carefully what 

timepoints to ask about.

• For SoC, consider the reference 

study survival information and 

how it differs in aspects 

influencing survival compared to 

the target setting.

• For active treatments, consider 

the mechanism of action/TPP, 

phase 2, earlier in class data, 

and the target setting in terms of 

aspects influencing survival.
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Predicted vs modelled mean survival 

SoC
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Predicted vs modelled mean survival 

novel Tx
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0 10 20 30 40

Predicted survival SoC and acceptable 

deviations

0
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Predicted survival novel treatment 

and acceptable deviations

Qualitatively assess how differences aspects between selected 

information sources and target setting affect survival (see table 

below infographic)


image2.emf
Explain qualitatively how relative survival in 

information source would change over 

disease course if it would have reflected the 

investigation drug in the target setting 

(consider table 1 and figure 2)

Select proxy data for 

relative efficacy of pivotal 

trials investigational 

treatment 

Pivotal 

trial

Explain qualitatively how 

SoC survival in 

information source 

would change if it would 

have reflected the target 

setting

Information 

sources selected

for standard of 

care (SoC)

Target 

setting 

(DICSA 1)

Indication

Line

Prior 

treatment

Treatment 

pathway

Standard of 

care

Subsequent 

treatment

NA NA PVs Patient 

characteristics

NA NA EMs


