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We thank the authors for their constructive comments on our work [1]. We appreciate
their interest in our study and the opportunity to further clarify key methodological aspects
that may support a more precise interpretation of our findings.

1. Comment 1: Assessment of Evoked Pain Hypersensitivity

We appreciate the important point raised regarding the fourth step of the IASP clinical
grading system, namely the assessment of evoked pain hypersensitivity. As noted, this
criterion relies on physical examination, which makes it difficult to apply in a vignette-
based design.

In our study, information related to evoked pain hypersensitivity was incorporated
into most vignettes through descriptions such as sensitivity to palpation or movement-
evoked pain. However, we acknowledge that this information was not uniformly or
explicitly presented across all cases, including the example vignette no. 20, in Supple-
mentary Material S1. In these cases, raters based their judgments on the available clinical
information and treated the lack of clear findings as the feature not being present, following
the assessment instructions.

Importantly, according to the IASP clinical criteria and grading algorithm, the evalua-
tion of evoked pain hypersensitivity is not required when there is strong clinical evidence
supporting alternative pain mechanisms (e.g., nociceptive or neuropathic pain). Therefore,
in vignettes representing nociceptive pain, the absence of sensory testing information
reflects both the structure of the clinical algorithm and real-world clinical reasoning, where
such assessment may not be performed when another mechanism is sufficiently supported.

We agree that variability in the reporting of this feature may influence the consistency
with which this criterion was applied and may have contributed to the high inter-rater
reliability observed. More broadly, this reflects a known limitation of vignette-based
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methodologies when attempting to operationalise clinical criteria that require physical
examination [2,3]. Future studies that include real clinical assessments and sensory testing
procedures will allow a more robust evaluation of this component. Accordingly, the
assessment of evoked pain hypersensitivity in this context should be interpreted with due
consideration of these methodological constraints.

2. Comment 2: Criterion Validity and Independence of the
Reference Standard

This important methodological point is well taken. As acknowledged in our study, in
the absence of an established gold standard for nociplastic pain, the use of an expert panel
as a reference standard carries inherent limitations.

At the same time, the use of expert consensus as a reference standard is common
in diagnostic research, particularly in fields where no objective gold standard exists. For
example, Bertens et al. [4] showed that expert panel diagnosis is frequently used in areas
such as psychiatry and cardiovascular disease, where diagnostic constructs are complex
and not directly measurable. Similarly, Rutjes et al. [5] describe consensus-based reference
standards as a pragmatic and promising approach in such contexts, although they require
careful interpretation and transparent reporting.

As noted, both the index test (IASP clinical criteria) and the reference standard (expert-
based classification) are grounded in evidence-informed constructs, including widespread
pain, exclusion of nociceptive and neuropathic mechanisms, and features of pain hypersen-
sitivity. This conceptual overlap may potentially inflate estimates of diagnostic agreement.

Importantly, the vignettes were constructed with a pre-defined (a priori) pain mecha-
nism. The expert-based classification was performed prior to the publication and clinical
implementation of the IASP criteria and grading system. Therefore, the experts were not
informed by, nor did they apply, the IASP criteria during their evaluations. Instead, their
judgements were based on the contemporary literature and clinical reasoning available at
that time, which already included efforts to identify nociplastic pain (or central sensitisation-
related pain) as distinct from nociceptive and neuropathic pain. Such approaches have
been described in earlier work, including studies by Smart et al. [6] and Nijs et al. [7].

In addition, the reference standard was based on expert clinical judgement rather
than a structured or algorithm-driven approach, whereas the IASP criteria represent a
formalised and standardised decision-making framework. This distinction supports a
degree of methodological independence between the two approaches, although not full
conceptual independence.

Overall, our approach aligns with pragmatic diagnostic accuracy studies, where less-
than-perfect reference standards are used to inform clinical decision-making [8]. However,
we agree that the term “criterion validity” may overstate the strength of inference in
this context.

These comments provide useful insight and support a more nuanced interpretation
of our findings. We agree that they highlight important methodological challenges in the
evaluation of nociplastic pain and reinforce the need for further research in this area.
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