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Abstract

Within the EU Joint Clinical Assessment (JCA), a subpopulation — patient population subset of the
therapeutic indication — may be specified by Member States to reflect national clinical practices,
patient demographics or local decision-making contexts. In the JCA process, subpopulations lead to
distinct PICOs (population, intervention, comparator, outcome) and can be viewed as different from
subgroups, which can be used to investigate effect modification within a PICO. Member States may
request analyses in small subpopulations, which could lead to statistical challenges — notably
increased variability in effect estimates and confidence intervals, leading to biased interpretation.

Objective: to demonstrate that simulations add rigour to current practice (rule-of-thumb) in evaluating
appropriateness of analysing a subpopulation.

Simulations were run using German Breast Cancer Study Group dataset. Uncertainty introduced by
small subpopulations was analysed by examining upper ClI limits and point estimates across
simulations on overall survival, to quantify risks of overinterpreting extreme values in small
subpopulations, when treatment is beneficial.

Simulation results show that applying current rules-of-thumb (e.g. analysing subpopulations with N=20

participants/arm) can lead to high upper CI limits. For example, results included a consistent treatment
effect for a subpopulation (N=66), with mean observed upper Cl limit = 3.84, compared to 0.87 (overall
study population, N=686).

From our results, compared to rules-of-thumb, simulations better support the decision problem of
whether to analyse small subpopulations in the HTA context. Examining behaviour of point estimates
and ClI limits provides a consistent, statistically rigorous approach to transparently assess
appropriateness of analyses in a given (study-specific) subpopulation.



