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A key characteristic of any outcome metric—
whether imaging, physiological, or patient
reported—is validity. In lay-person’s parlance, a
metric has validity if it measures what it
purports to measure. For example, consider
forced vital capacity (FVC):We would all agree
FVC is a valid measure of lung capacity among
patients with interstitial lung disease (including
sarcoidosis). Why? Because FVC correlates
with other measures of lung capacity, such as
the size of the lungs on chest imaging, and
anthropometric measures closely tied to lung
capacity, such as height. These correlations and
other performance characteristics of FVC have
convinced us that it is indeed a sound measure
of lung capacity. We trust it; we know what it’s
telling us, and we have a good sense of what
patients “look like” at a given FVC and, at least
generally, what they are like if FVC changes
(improves or declines) by a given amount.

An important aspect of a metric’s validity
centers on the meaning or implications of
change. The minimal clinical important
difference (MCID) is the smallest amount of
change that is relevant to patients and would

indicate the success or detriment of an
intervention or warrant changes in the care
plan (1). Without knowledge of a metric’s
MCID (or similar characteristics, such as
responder thresholds), we are left to rely on
statistical significance, which fails to provide
any patient-centered context or relevance to the
outcome and does little to bolster validity (2).

One outcome valued by people in the
general population and patients alike is quality
of life (QoL), an abstract construct, typically
measured using questionnaires, that comprises
an individual’s perspective on the status of
multiple dimensions of their lives (3). As with
any other outcome, knowing the MCID for a
questionnaire that assesses QoL is a key aspect
of its validity, and, more importantly, it allows
determination of whether a change in score
(perhaps in response to an intervention) is
clinically meaningful at the group level.

MCID estimates are typically triangulated
using anchor- and distribution-based methods.
In the anchor-based approach, change in the
outcome of interest is compared with change in
an “anchor”—another metric that either
directly measures (e.g., a gold standard) or is
closely linked to the construct of interest (4)—
that correlates (0.3 or greater) with the metric
under study andwhoseMCIDhas already been
established (importantly, in the population of
interest) (5). The distribution-based approach
uses any number of calculations run on
statistics for the metric of interest derived in the
study cohort. This method is sometimes
criticized because of its reliance on sample
statistics alone without taking into account
patients’ perceptions (6).

In this issue of AnnalsATS, Baughman
and colleagues (pp. 477–485) describe their
study aimed at deriving the MCID for the
Kings Sarcoidosis Questionnaire (KSQ) (7), a
multidimensional instrument developed to
assess QoL in sarcoidosis patients (8). The
authors calculated MCIDs for two major
domains of the KSQ (the general health and
pulmonary-specific [KSQ lung] domains) and

for a patient global assessment question. At
the initial visit and 6-month follow up,
participants completed the KSQ and
questionnaires that have previously
undergone validation testing in Sarcoidosis
(St. George’s Respiratory Questionnaire
[SGRQ], the Short Form-36 [SF-36], and the
Fatigue Assessment Score [FAS]). The MCID
was calculated using anchor- and distribution-
based methods: the SGRQ, SF-36, and FAS
were anchors, and the investigators used the
0.5 standard deviation of baseline KSQ scores
for their distribution-based method. The
means and 90th percentiles for the MCIDs for
improvement or worsening were calculated.

There were 321 patients with sarcoidosis
in the study, with 83% (271) completing both
study visits. More than 90% of patients had
lung involvement. There were very weak (and
not statistically significant) correlations
between change in KSQ scores and change in
any of the physiological parameters (FVC,
forced expiratory volume in 1 second,
and 6-minute walking distance), and,
appropriately, none were used as anchors.
Ultimately, triangulation of methods yielded
the following MCID estimates (the same for
improvement or worsening): KSQ general
health = 8, KSQ lung = 4, and patient global
assessment = 2.

We commend the authors for their
work. This is a significant advancement of
knowledge about QoL measurement in
sarcoidosis. Study design, choice of anchors,
and the analyses they performed were all
appropriate. Like other investigators, they
identified very weak correlations between
KSQ scores and physiological (FVC) and
functional (6-minute-walk test [6MWT])
measures of (lung) sarcoidosis severity; the
weak correlations meant the investigators
could not use either FVC or 6MWT as an
anchor in their analyses. However, the
absence of strong correlation between
those measures and KSQ scores reassures
us that the KSQ yields information about
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sarcoidosis patients’ experiences that FVC
and 6MWT do not.

The KSQ was developed using sound
methodology and is now available in several
languages (9, 10). Despite this, it has yet
to be enthusiastically adopted by the
sarcoidosis research community (11),
mainly because its MCID has yet to be
established (12). This study provides a
missing piece. However, as validation is a
never-ending process, there is work to
be done on the KSQ. Patients with any and
all manifestations of sarcoidosis were
included in the analysis. Although this
is certainly appropriate (as even those
without lung involvement can experience
dyspnea or limitations in physical
functioning) (13), the MCID estimates may

not apply to a cohort with only lung
involvement.

For any anchor-based MCID analysis,
estimates of the MCID are only as good as
the anchors selected and only as good as the
MCID estimates for the anchors. The
authors state the anchors they chose (the
generic SF-36, the airway disease–specific
SGRQ, and the fatigue-specific FAS) all have
MCIDs of 4; however, these MCIDs are not
specific to sarcoidosis and may not be
applicable here. All distribution-based
methods have been criticized because they
depend on the patient population and
conditions of the study, they ignore the
patient perspective, and they do not
distinguish between improvement and
deterioration (14). These are challenges

encountered by all researchers conducting
such validity analyses.

Recognizing these challenges and the
need for additional research on the KSQ
in sarcoidosis, the authors have provided
us with reasonable MCID values for the
KSQ for a general sarcoidosis population.
Moving forward, we believe it would be
reasonable for other investigators to
include it as an outcome in their studies
of patients with sarcoidosis. Such data
could be used to conduct additional
analyses to further support the validity
of the KSQ that the current study has
built. n

Author disclosures are available with the text
of this article at www.atsjournals.org.
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