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We thank Christensen et al. for their perspective on our recent
paper, including the specific comments regarding the inappropri-
ate accounting of time at risk in a specific set of survival analyses
included in the paper. We welcome the critique and acknowledge
that being alive is a prerequisite for changing treatment, thus
biasing the survival analysis by including immortal time. We
should have taken account of this in the analyses of this particular
finding in the paper.
In our view, the primary contribution of our paper is to

describe how patients follow trajectories. We agree with
Christensen et al. that the findings in our paper are descriptive
and cannot readily be interpreted as causal effects, but we
trust that this is clear to the reader. We believe that descriptive
analyses are of importance, particularly in situations where
good identification strategies for causal effects are difficult to
arrive at. Consequently, it is more than likely that there are
systematic unobserved differences between individuals that
follow different trajectories. For example, it seems very likely
that progression from a first line treatment to a second line
treatment will be prompted by change in treatment response.
This treatment response is not directly observed. The treat-
ment response itself is likely influenced by the nature and
severity of the disease(s) that the patient had when the drug
was prescribed. This information is also not modelled. We
expect future work to extend the models that we have
presented to incorporate more information of patient char-
acteristics to reduce confounding and increase the compar-
ability of patients.
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