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This paper was submitted to the BMJ but declined for publication following peer review . The authors
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REVIEWER

Mattijs E Numans
MD PhD, senior researcher, professor innovation & quality of
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GENERAL COMMENTS

This is a very interesting study on the hypothesis that sensitivity and
specificity change with prevalence of the target disease, illustrated in
an example with implicit thresholds for deciding on a diagnosis.
Though complicated in its presentation, this is a study in empirical
data from real-life clinic and it clearly shows what happens during
the diagnostic process in populations when the prevalence changes.
| agree with the authors that this should get a broad readers
audience. | also agree with them that further detailing, as suggested
in some methodological comments, might alienate the reader from
the core messages of this manuscript.

The manuscript has been extensively reviewed by other experts and
the authors have acted on the comments they got adequately in my
opinion. | have no major methodological concerns. Tables and
Figures illustrate the text, are concise and fit with the subjects they
illustrate. | can imagine that some editorial input might improve the
manuscripts focus, but | am not a native speaker.
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This is a very interesting study on the hypothesis that sensitivity and specificity change with

prevalence of the target disease....

Response

Thank you for the comments and | have extended the description of the model and its results

in the main text to add clarity to the analysis.

The manuscript was also reviewed at length by someone else, but they did not give
permission for their comments to be published. This other review, along with the authors’
response to it was also taken into account by the editor of BMJ Open.



