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Dear Editor

We would like to thank Johnson et al. for their thoughtful comments. We consider the use of
Patient’s Global Impression (PGI) as an anchor to be a major strength of this study.[1] By
asking patients “How is your symptom over the last 24 hours compared to your last visit?”
with answers being “better” (ranging from “much better” to “a little better”), “about the
same” or “worse” (ranging from “much worse” to “a little worse”), we are identifying a
patient-reported change that has clinical relevance for the individuals being treated.
Validation studies have found that the PGI is sensitive to change and correlates with patient
satisfaction.[2] Thus, it is widely accepted as an anchor to determine the minimal clinically
important difference (MCID).[3-5]

We selected the sensitivity-specificity approach as our primary method of analysis because
it provides sensitivities and specificities associated with a cutoff, thus giving us a better
understanding of its performance. By definition, this approach requires a pre-specified
binary cutoff for the gold standard (e.g. any PGI that was at least “a little better” was
considered as improvement). Binary cutoffs are justifiable provided that they have clinically
relevance, which was the case in our study.[6] Reassuringly, the MCIDs estimated by a
different anchor-based method (i.e. within-patient changes) were generally consistent with
the sensitivity-specificity analyses.

The subtle difference between “minimal clinically important difference” and “minimal
clinically detectable difference” lies in the method of analysis—with anchor-based
approaches that employ clinically meaningful gold standards addressing the former and
distribution-based approaches addressing the later. As nicely stated by McGlothlin and
Lewis, “distribution-based methods... can only identify a minimal detectable effect: that is,
an effect that is unlikely to be attributable to random measurement error.” [7] Thus, our
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primary analysis to identify the MCID for ESAS was based on a well-accepted anchor-based
approach.[6] We also employed several distribution-based approaches, including standard
error of measurement, as part of our sensitivity analyses. We were also encouraged that
other investigators, such as Johnson et al., working with different patient populations yielded
consistent cutoffs.

Importantly, our study represents one of the few prospective studies specifically powered to
examine MCID. By examining 0—10 numeric rating scales for 10 different symptoms, our
findings are simple yet powerful — that a change of 1 point is clinically significant for both
improvement and deterioration and is applicable to all 10 symptoms.

It should be noted that MCIDs have some limitations—that any cutoff represents a delicate
balance between sensitivity and specificity, and that there will always be false positives and
false negatives. Thus, MCIDs remain mostly useful in the research setting for power
calculation and response determination instead of in the clinical setting to determine if an
individual has improved or deteriorated and if there should be a change in treatment plan. To
overcome these challenges, we recently examined the concept “Personalized Symptom
Goal”, which asks patients “At what level would you feel comfortable with this symptom?”
using the same 0-10 numeric rating scale.[8, 9] The use of personalized symptom goals
allows us to define a treatment response tailored to the individual patient. Further research is
needed to characterize the utility of this novel concept.
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