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ABSTRACT: Survival and physiological measures alone do not represent the full
experiences of patients with chronic obstructive pulmonary disease. Reducing the
personal and social burden of disease by improving patients9 symptoms, functional
status and quality of life are also important goals.

There has been a substantial increase in the use of newly developed tools that measure
health status and it is important for clinicians and researchers to understand these
instruments9 strengths and weaknesses in providing insight into a patient9s condition
and experience.

Relying only on mortality and physiological outcomes could blind a clinician to
significant benefits patients may receive from a treatment. A growing body of research
utilises end-points assessed directly by patients whose self-reported health status
includes health-related quality of life and functional status.

This article reviews major concepts and methods in health-status assessments for
patients with chronic obstructive pulmonary disease, which will have an important role
in assessing the efficacy and effectiveness of new treatments.
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In the past three decades, a number of important advances
have been made in the treatment of patients with chronic
obstructive pulmonary disease (COPD) [1]. For example,
supplemental oxygen therapy and smoking cessation have
resulted in improved traditional outcome measures, such as
mortality [2] and rate of forced expiratory volume in one
second (FEV1) decline [3]. Although these end-points are
important to clinicians and patients alike, survival and physio-
logical measures do not fully represent the experiences of
patients with COPD. Relying exclusively on mortality and
physiological outcomes for evaluating treatment effectiveness
could result in the decision that some treatments offer no
benefits, when in fact they provide significant and important
benefits to patients and their families. A treatment that has no
effect on mortality or FEV1, for example, may significantly
improve the patient9s vitality or other functional areas of
daily living. Needless to say, reducing the personal and social
burden of disease by improving patients9 symptoms, functional
status and quality of life are important goals. Self-perceived
health outcomes are often most relevant and important to
patients and their loved ones because they capture the patients9
experiences and perspectives.

Increasingly, it has been recognised that health status, espe-
cially health-related quality of life, is an important outcome of
medical care [4]. The development of reliable and valid tools
that measure health status has contributed to a substantial
increase in the use of these instruments. Since more of these
tools are being used and reported, it is important for clinicians
and researchers to understand their strengths and limitations
[5].

This article reviews major concepts and methods in health-
status assessment for patients with COPD. Its focus is for the
clinician and the clinical researcher looking to have a better
understanding of how health status and, in particular, health-
related, quality-of-life measures are used in clinical trials. In

addition, this article will address what work needs to be done
so that clinicians can interpret and apply the results of studies
using health status as an outcome measure with the ultimate
goal of improving their patients9 lives.

Terms and definitions

Relationship between health outcomes, health status and
quality of life

Health outcomes represent a broad group of end-points
used in clinical trials and other clinical research to assess the
efficacy or effectiveness of interventions and to assess disease
outcomes [6]. Traditional health outcomes include mortality,
number of hospital admissions and FEV1. More recently,
there has been a growing body of research concerning end-
points that are assessed directly by patients and can be termed
"patient-reported health outcomes". These can be divided into
four categories: health status, health utilities, adherence to
treatment and patient satisfaction with healthcare. One perspec-
tive on the definition of these terms will be described, as well
as the distinctions and overlap in these terms [7, 8], although
other conceptualisations also exist [9]. Health status can be
defined as the impact of health on a person9s ability to
perform and derive fulfilment from the activities of daily life.
A patient9s self-reported health status thus includes health-
related quality of life and functional status.

The expression "quality of life" seems easy to understand
and yet it can be difficult to define [7]. One definition of
quality of life is the "holistic, self-determined evaluation of
satisfaction with issues important to the individual" [10, 11].
A person9s quality of life can be influenced by a number of
factors. The degree to which a patient9s health status affects
their self-determined evaluation of satisfaction, or quality of
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life, has been defined as health-related quality of life [10]. In
theory, individuals with no health problems should enjoy a
good health-related quality of life. This does not preclude
them from other experiences that may affect their overall
quality of life, such as poverty or family strife. Quality of life
is considerably more comprehensive than health status and
includes aspects of the environment that may or may not be
affected by health or treatment. The term health-related
quality of life is used to indicate that the outcome measure is
focused on the health concept or aspects of human life and
activities that are generally affected by health conditions or
health services [8].

Functional status refers to a person9s ability to perform a
variety of physical, emotional and social activities. An indivi-
dual9s functional capacity will be influenced and potentially
limited by their overall health. Although functional status and
quality of life overlap, they are conceptually distinct from one
another and sometimes do not correlate highly [10, 12].

Many health-status instruments include items that measure
both functional status and health-related quality of life, making
it difficult to separate the effect of health on these two concepts.
Furthermore, for some patients and caregivers, health-related
quality of life may affect diverse realms of their overall quality
of life not usually considered "health related". Whatever concepts
are applied to a health status or quality of life in various
applications of the measuring instrument, they should be
matched as closely as possible to the measure9s purpose for
each specific application and with reference to the theoretical
model constructed for the given application.

Assessment of health-status instruments

Before researchers and clinicians use health-status instru-
ments there should be established evidence (preferably published)
of the instrument9s reliability, validity and responsiveness. An
instrument by itself is not inherently valid, but rather it is
valid for the specific uses for which it has been evaluated.
Without performing the research to document these basic
measurement properties of an instrument, it is not possible to
determine if the instrument is capable of detecting a true
signal as opposed to noise [4].

Reliability

Reliability refers to the amount of error found in any form
of measurement and can be considered as the degree to which
an instrument will give the same result when measuring the
same phenomenon under varying circumstances. Practically,
however, reliability translates into how reproducible the results
of an instrument are when applied under various conditions.
Reliability can be assessed by a number of methods that
include internal consistency, intra- and inter-rater reliability
and stability. An instrument is internally consistent if its
different components, administered at the same time, yield
similar results; the commonly used statistical method to assess
internal consistency is Cronbach9s alpha. Reliability includes
the agreement between different observers (inter-rater reliabi-
lity) and between the same observer on different occasions
(intra-rater reliability). Stability refers to the reproducibility
over time and can be described by assessing the same subject
on different occasions under circumstances when the concept
being measured, such as health status, has not changed (test/
retest reliability). Once an instrument has been demonstrated
to be reliable, it does not necessarily need to be retested for
reliability with every use, unless it is to be applied in a new,
untested population.

Validity

Whereas reliability refers to reproducibility, validity com-
monly refers to an instrument9s ability to measure what it
purports to measure. Classically, validity has been described
by the "3 Cs": content, construct and criterion. Content validity
refers to the instrument9s ability to reflect the domains of the
concepts it purports to measure. Many experts agree that the
content validity of any patient9s self-reported measure can be
judged best by the persons or populations being assessed
(although there is a long tradition of professionals and
"experts" defining the domains and the items contained in the
measures) [7]. For example, the Chronic Respiratory Ques-
tionnaire (CRQ) was developed to assess the health-related
quality of life for patients who suffer from COPD and the
items were generated from interviewing COPD patients [13].
It would be expected that a group of patients with COPD
would feel that the questionnaire reflected their health-related
quality of life, but it would likely have poor content validity if
it were administered to a group of diabetics to measure their
health-related quality of life. The more that the content of an
instrument deviates from the content of the concept under
study, the greater the error that is introduced and the lesser
the accuracy of the inferences. Ideally, a health-related,
quality-of-life instrument should contain questions that cover
all domains of health-related quality of life for the population
under study.

Criterion validity refers to the ability of an instrument to
test a subject in comparison with an accepted "gold" standard.
This can occur in the present (concurrent validity) or can be
used to predict the future (predictive validity). Concurrent
validity is most commonly tested when comparing a new test
with an existing standard, with the intent of replacing that
existing standard. Predictive validity can be assessed only by
applying the instrument and finding out how well it predicts
the outcome under study at a later time. Few opportunities
exist for applying the logic of concurrent or gold-standard
validity to self-reported, health-status measures, particularly
for the concepts and domains that are inherently subjective
and unobservable, since no gold standard exists.

How is it shown that an instrument is valid if a gold
standard does not exist? This is the situation often faced when
measuring relatively new concepts, such as health-related
quality of life. When there is no gold standard, theoretical
"constructs" must be relied upon to infer validity. A number
of methods can infer construct validity, but because no
measure can unequivocally prove it, construct validity takes
the form of ongoing hypothesis testing and rarely can be
considered "finished". The most common methods of asses-
sing construct validity are through convergent and divergent
validity. How well does the construct under question correlate
with other measures that assess the same or related con-
structs? The instrument should correlate with both related
clinical and health-status instruments (convergent) and should
not correlate with unrelated or dissimilar ones (divergent). For
example, the physical function domains of the Seattle Obstruc-
tive Lung Disease Questionnaire (SOLDQ), a disease-specific,
health-status instrument, has been demonstrated to correlate
with physiological parameters (FEV1, 6-min walk), as well as
previously validated and reliable generic and disease-specific,
quality-of-life measures (Short Form (SF)-36 and CRQ,
respectively) [14]. The consistency across these comparisons
supports its validity.

As a specific example of assessing construct validity, its
theory would suggest that the SOLDQ physical function domain
score should have a positive and significant correlation with
FEV1 [14]. In fact, the physical function correlation coefficient
(r) is 0.26, suggesting that as FEV1 increases so does health
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status. That the correlation is relatively low, however, suggests
that the physical function domain may be capturing informa-
tion in addition to the physical limitation explained by a subject9s
FEV1.

Determining the responsiveness of an instrument is impera-
tive in trials that test an intervention. The responsiveness of a
measure refers to the ability of a test to detect change over
time, and it can be viewed as the ability of a particular measure in
a particular application to detect minimally important changes,
which is important when testing an intervention. Unlike FEV1,
where clinicians have a conceptual understanding of how
much clinical change occurs with an improvement of 200 mL,
health-status values often do not have the same shared
meaning.

It is important for investigators to report not only the
degree of change, but whenever possible, to determine and
explicitly state what defines a clinically relevant change. This
is true whether it is either a positive change (such as would
define the success of a treatment) or a negative change (reflect-
ing significant deterioration in health). The best method to
determine the "minimally important difference" (MID) is a
matter of some contention [15–18]. Some authors have used
patients9 or clinicians9 judgments of whether the patient
improved since the prior measurement period (often after
treatment), and divided patients into groups with significant
change and those without significant change. The MID was
estimated as the amount of change seen in the group identified
as slightly or mildly improved. In a different approach of
defining the MID, patients were asked to judge themselves in
relation to others currently, rather than in relation to the way
they were at a prior assessment. Both methods seemed to
define the same MID on the CRQ. Although both of these
methods have been criticised, they remain the most commonly
used and best accepted methods. The MID will be discussed
further in the section on improving instrument use.

Additional measurement issues

Another important issue in the use of health-status instru-
ments is the concept of the ceiling and floor effect, which
occurs when a large proportion of scores cluster at the highest
or lowest possible value, respectively. For example, among
patients who had moderate-to-severe COPD, approximately
two-thirds of subjects had the worst possible score on the
role-physical domain of the SF-36 version of the Medical
Outcomes Study (MOS) questionnaire [19]. This problem
limits the ability of an investigator to make any distinction
among subjects or to demonstrate worsening physical function
in any subject that scores at the "floor" or the worst possible
score. Understanding the intended population for which the
instrument was designed and the anticipated distribution of
scores may help avoid this problem.

Patients are not the only source of reports. The use of
proxy reports is an important issue because participants in
studies of chronic diseases, such as COPD, include individuals
who cannot speak for themselves at some or all points in the
course of the condition or the evaluation of the treatment.
Proxy reports may help to limit missing data in longitudinal
evaluation. This issue is of major significance for measuring
health and quality of life in patients with end-stage respiratory
diseases. Confining an evaluation to a patient9s report only
excludes an important part of this population. Observable
domains, such as behaviours, are more accessible and are
reported more accurately by family members or other caregivers
than domains such as feelings or mood [7, 20]. Self-reports
from persons who are cognitively impaired or persons with

communication problems cannot be neglected, just as the
reliability and validity of proxy reports must be examined.

Relevance and use of health-status measurements

Health-status measurements are by definition "subjective"
and thus the data generated from questionnaires are some-
times viewed as "soft", but it is axiomatic that health-status
measurements are assessed from a patient9s perspective. The
true underlying question is "Are patients9 perspectives reliable?"
An essential feature of a "hard measure" is its reliability [21]
and thus health-status measures can be considered "hard" if
they are reliable. In fact, many instruments have been demon-
strated to have adequate reliability and some are regarded as
excellent in this respect [14, 19, 22–28].

Health-status instruments do not have a strong correlation
with physiological measures, such as FEV1 [14, 23, 26, 28–30].
This is not a limitation, but rather this reflects that different
individuals with the same physiological limitations will experi-
ence different effects on their health status. The purpose of
health-status instruments is not to replace physiological mea-
surements but to add to the understanding of what variables
lead to decrements in health status [29]. If the FEV1 by itself
explained all the decrements in the coping, physical and
emotional functions of patients with COPD, then, when com-
pared with reliable health-status measures, the correlation
coefficient would be one. Consequently, there would be no
need to measure health status because FEV1, which is easier
to measure, would capture all the information.

Measuring a person9s health status, however, may not always
be appropriate in every study. Health-status measures should
be used only if they are relevant to the hypothesis being
tested. Although health status can provide useful information,
the major end-point should sometimes be a physiological or
survival outcome. For example, a trial that examined the effect
of pneumococcal vaccination on the incidence of pneumo-
coccal pneumonia would not likely benefit from administering
a health-status instrument. It is unlikely that the vaccination
would produce an effect sufficient to make measuring health
status feasible or reasonable. In contrast, health status can be
of critical importance when an intervention9s major goal is
to improve a patient9s functional status, such as with lung
volume reduction surgery (LVRS). When measuring health-
related quality of life before and after the operation, estimates
of the effect of LVRS can be made on patients9 quality of life
[31–33].

Cost-effectiveness analyses are a common approach for
evaluating the economic impact of medical care technologies
[7, 34]. A cost-effectiveness analysis produces a ratio, such as
the cost per year of life gained, where the denominator reflects
the gain in health from a specific intervention and the numer-
ator reflects the cost in dollars of obtaining that gain [34].
Cost utility is a type of cost-effectiveness where effects are
expressed as utilities, such as quality-adjusted survival, facilitat-
ing comparisons across different diseases and interventions
(e.g. quality-adjusted life years (QALYs)). The core purpose
of these analyses is to determine the value or trade-off of a
therapy or programme. In other words, for a therapy known
to be effective, cost-effectiveness analysts ask "What is the
cost to achieve that effect (gain in survival)?" This is expressed
as the ratio of the incremental, or additional, costs divided
by the incremental effects. Measuring the denominator, or
QALYs, requires information about quality of life that
permits the investigator to adjust survival for the quality of
that survival. The QALY is a measure of health outcome that
assigns to each period a weight ranging from zero to one,
corresponding to the quality of life during that time, where a
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weight of one corresponds to perfect health and a weight of
zero corresponds to a health state judged equivalent to death.
The number of QALYs represents the number of "healthy
years of life" that are valued equivalently to the actual out-
come [34]. This numeric value for a given health state is a
utility. Utilities can be measured either by comparing one
health-outcome state with another, using techniques such as
the standard gamble [34] or time trade-off [7, 35] or by
administering a health-status instrument for which standard
utility weights have been determined, such as the Quality of
Well-Being (QWB) scale [36, 37], the European Quality of
Life Questionnaire EQ-5D [38] or the Health Utilities Index
[39]. These different methods have not been compared directly
in respiratory disease; the QWB has been used most exten-
sively in COPD [40].

Generic versus disease-specific instruments

Health-status instruments can be designed to measure
either general health status or the effect of a specific disease
on health status. The decision about whether to use a disease-
specific versus a generic questionnaire should depend on the
question being asked. In many instances, both generic and
disease-specific questionnaires should be considered [41–43].
Generic measures are broader in scope and applicability. The
strengths of generic measures are that they are capable of
detecting the effects of the diverse aspects one disease beyond
those captured by a disease-specific measure and they are
capable of comparing health status across multiple diseases
[44]. In addition, these measures may be more likely to detect
unexpected effects of an intervention that does not relate to
respiratory health. No definitive evidence in head-to-head
comparisons supports the use of one generic health-status
measurement over another in COPD. Domains that reflect
physical limitations generally share similar correlations to a
6-min walk and FEV1 [16, 23, 45–48]. In a direct comparison
between the Nottingham Health Profile (NHP) and the SF-36
for patients with mild-to-severe COPD, both instruments demon-
strated similar area under the receiver-operating character-
istics curves, however, the NHP had greater ceiling and floor
effects than the SF-36 [23]. The instruments are designed to be
broad in scope and applicability and thus generic measures
are often limited by questions that do not fully cover a
disease-specific condition and may not be as responsive to
change as disease-specific measures [46].

The disease- or condition-specific instruments focus on one
condition and attempt to define its effects on a patient9s health
status. For example, as with many respiratory disease-specific
questionnaires, the St George9s Respiratory Questionnaire
(SGRQ) and the CRQ include questions designed to assess
the effect of dyspnoea on everyday activities. These instru-
ments are more likely to be responsive to change in clinical
status with treatments that target respiratory symptoms [46,
49]. Among patients with severe COPD, the SGRQ demon-
strated a floor effect in 26% of patients, however, both the
CRQ and the SGRQ were discriminative in distinguishing
patients with different levels of disease severity [19]. In head-
to-head comparisons, both the CRQ and the SGRQ physical
domains demonstrated similar correlations with physiological
measurements and exercise tolerance [47].

Generic health-status instruments used in chronic
obstructive pulmonary disease

A number of generic health-related, quality-of-life instru-
ments have been used to characterise COPD. The following is
a discussion of the instruments that are most widely used.

The Sickness Impact Profile (SIP) was developed in 1972
as a result of collecting statements describing behavioural
dysfunction attributable to illnesses from sick and healthy
patients, as well as professional and nonprofessional care-
givers. This 136-item questionnaire covers a broad number
of domains and dimensions that include physical activity
(ambulation, mobility, body care and movement), psychoso-
cial functioning (societal interactions, alertness behaviour,
emotional behaviour and communication), as well as five
independent domains: sleep and rest, eating, work, home
management, and recreation and past-times [27]. The SIP has
been well validated and demonstrated to be reliable and
responsive among patients with COPD [43, 50–53]. It has
been used to describe the effect of COPD on patients9 health
status, although it may not be discriminative of mild COPD.
It has also been used as an outcome variable in multicentre
studies such as the Nocturnal Oxygen Therapy Trial and the
Intermittent Positive-Pressure Breathing study [2, 54] and in
interventional studies to assess the effects of LVRS [55] and
antidepressant therapy [56] on health status. This instrument
was designed to be either interviewer- or self-administered.
Its major disadvantage is the relatively long time it takes to
complete, which isy20–30 min. Another potential disadvan-
tage is that no studies clearly demonstrate how to define the
MID in scores. Unpublished data suggest the MID of the SIP
is five points [7].

The MOS questionnaire has undergone a number of revisions.
The most commonly used form is the previously mentioned
SF-36. This instrument has been demonstrated to be reliable
[57] and responsive in COPD [24, 28, 58, 59]. The SF-36 is
divided into eight domains: physical-functioning, role-physical,
bodily pain, general health, vitality, social-functioning, role-
emotional and general health. The SF-36 also has two
summary scores, a physical component scale and a mental
component scale that were developed with factor analysis.
These component scores have been demonstrated to explain
70–80% of the variance in the individual domain scores,
however, the component scores may not have as good a
sensitivity for detecting change as the individual domain
scores. The SF-36 component scores have been standardised
against national population-based samples to have a mean of
50 and a standard deviation of 10. The physical component
scale has been demonstrated to predict hospitalisations and
mortality among patients who have self-reported obstructive
lung disease [60]. The domains that have the greatest linear
trend with dyspnoea scores and FEV1 are the role-physical,
physical function and general health scales [28, 61]. The SF-36
offers significant advantages in that it is self-administered,
easily completed in y5 min and has been translated and
validated in several languages. Although not originally designed
to be a utility measure, attempts have been made to create a
single index to be used in the calculation of QALYs [62]. The
MID of the SF-36 is reported to be five units, although this
has not been replicated in patients with COPD [63].

The NHP uses statements that measure departures from
"normal" functioning by affirming particular statements or
items that describe health status. The first part contains 38
items that fall into six domains: physical mobility, energy,
sleep, pain, social isolation and emotional reactions. The
second section contains seven items that address areas of daily
living affected by a patient9s health status [64]. This instru-
ment has been demonstrated to be valid and reliable among
patients with COPD [28, 65] and has been administered among
patients with COPD in trials of LVRS [31], inhaled cortico-
steroids [66], bronchodilator [67] and pulmonary rehabilita-
tion [68]. Very little data exist regarding how much difference
represents an MID. This instrument is self-administered and
can be completed iny10–15 min.

The QWB is a health-status instrument that was developed
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as part of the Health Status Index [69]. It contains three
scales: mobility, physical activity and social activity. Ques-
tions determine the functional level of each scale. Weighted
values for the different combinations of functional level and
symptomatology on each scale were assigned from a randomly
selected population-based sample. Interviewees responding to
questions were assigned values derived from the population-
based sample. This method of scoring allows for the QWB to
be transformed to a scale from zero to one and has the unique
advantage of being able to be used to calculate QALYs in
cost-effectiveness analysis, meaning that the QWB is the only
health-status measure described here that allows for the
calculation of QALYs. A single cross-sectional study has been
performed, demonstrating validity among patients with COPD
[36] and it is unclear what scoring difference counts as an
MID. Direct comparisons of multiple health-status instruments
suggest that this generic utility measure may be less responsive
at detecting health-status changes in patients who have under-
gone pulmonary rehabilitation than some of the disease-specific
measures [46, 70]. This instrument can be either interviewer or
self-administered and takesy20 min to complete.

Disease-specific measures in chronic obstructive
pulmonary disease

The CRQ was developed w10-yrs-ago through qualitative
interviews of patients with chronic lung disease and it has
been used extensively in examining patients9 health status
among COPD patients [45]. The instrument has proven to be
reliable, valid and responsive to change [46–48, 71]. Adminis-
tered by an interviewer, it contains 20 questions that cover
four domains: dyspnoea, fatigue, emotional function and
mastery. The CRQ individualises the dyspnoea domain by
asking the patient to identify activities that make them
dyspnoeic and to rate the degree of dyspnoea. A difference in
score of 0.5 per question has been determined to be an MID
[18, 72, 73]. A unique feature of this questionnaire is the
ability to assess limitations in patient-specific activities. As the
dyspnoea scale is individualised in this way, comparison
between patients is difficult on this scale, but the scale may be
put to better use when comparisons are made in the same
individual [22, 74]. This instrument has been demonstrated
to be more sensitive to change than generic health-status
instruments, such as the NHP and the SIP [29, 46]. The CRQ
has been used to assess the effects of bronchodilators [71, 75,
76] and to make comparisons between bronchodilators or
aerosol delivery mechanisms [45], modes of ventilation [77],
long-term oxygen therapy [78] and pulmonary rehabilitation
[73, 79–85]. It has been translated into many languages includ-
ing Dutch [86], Spanish [25, 87] and German [88]. Although
the CRQ has been adapted for self-administration, reliability
and validity data are limited. Therefore, its primary limitation
for large population-based use is the need for in-person
interviews. Skilled interviewers can generally complete the
first administration of the CRQ in 20–30 min with subsequent
administrations takingy10 min.

The SGRQ has been used extensively for patients with
COPD and several other chronic pulmonary diseases. This
instrument has been demonstrated to be valid, reliable and
responsive among patients with COPD [16, 30, 49, 52]. It
contains 50 items with 76 weighted responses that cover three
domains: symptoms, activity and impact. In addition to the
domain scores, a total score is calculated. Each item has been
weighted, based on empirically derived values from 160 patients
with asthma [16], and the weighting was validated among
patients with COPD [30]. The SGRQ is scaled from zero to
100 (with zero representing the best health-related quality of

life). The MID in a score that signifies a clinically significant
change is four points.

The SGRQ is able to detect decrements in health-related
quality of life among patients with mild disease [89] and has
been demonstrated to discriminate between those patients
who had mild-to-severe COPD, determined by the American
Thoracic Society (ATS)-staging classification. Furthermore,
the SGRQ had better sensitivity to detect impairments in
health-related quality of life than the generic measure, the SIP
[90]. It has also been used to describe the magnitude of the
effect of COPD exacerbations on health status [91]. Among
elderly patients, completion rates may be lower than other
instruments with structured interviews [19]. The SGRQ has
been used to assess the effects of medications, such as broncho-
dilator therapy [49], long-term oxygen therapy [92], inhaled
corticosteroids [93] and antibiotic therapy [94]. In addition, it
has been used to assess the effects of patient self-management
[95], patient education strategies [96], nurse specialist care [97]
and psychotherapy among patients with COPD [98]. Finally,
noninvasive ventilation among patients with severe COPD
has been assessed using the SGRQ [99]. The SGRQ was
designed to be self-administered and usually can be completed
within 20 min. It was developed in English, but it has been
translated into over 35 languages and dialects. An American
version of this UK-developed questionnaire has been devel-
oped and validated with some of the language modified to
make it consistent with American-English [100].

The SOLDQ, a relatively new instrument, was designed to
examine patients with asthma or COPD [14]. The instrument
contains 29 items that cover three health domains and a
satisfaction with care domain. These domains are the physical
function, emotional function, coping skills and treatment
satisfaction. Each domain score is transformed (but not
normalised) on a scale of one to 100. The MID in the score of
the physical function domain, adapted from the SF-36
physical function domain, has been estimated to be six
points. The SOLDQ instrument has been demonstrated to be
valid and responsive to change among American veterans,
but has yet to be used extensively outside this population.
A recent study demonstrated that the three health domains
of the SOLDQ were predictive of all-cause mortality and
hospitalisations for COPD and related illness [60]. The
physical function component and domain scores of SF-36
and the SOLDQ had more predictive validity than the mental
component or the other domain scores of the SOLDQ.
Overall, the SOLDQ physical function score had greater
predictive validity than the SF-36 physical component score.
The SOLDQ is self-administered and can be completed in
y10–15 min.

The Quality of Life for Respiratory Illness Questionnaire is
a disease-specific, quality-of-life measure designed for patients
with reversible and fixed airway obstruction. Patients are
asked how much of a problem each item has been during the
past year. This instrument contains seven domains and 55
items and each item is rated on a seven-point Likert scale. The
domains are breathing problems, physical problems, emo-
tions, situations triggering or enhancing breathing problems,
daily and domestic activities, social activities, relationships
and sexuality, and general activities. Although test/retest
reliability and responsiveness have not been reported, the
instrument shows internal consistency and construct valida-
tion [101, 102].

Finally, there is an additional health-status instrument that
was developed for use among a subset of patients with COPD,
those with chronic respiratory failure. The Maugeri Foun-
dation Respiratory Failure Questionnaire-28 has 28 items and
was developed in Italian but has been translated into many
languages. Although this instrument is only validated in this
subset of patients with severe COPD, in this group, the
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instrument has been shown to be reliable, valid and responsive
to change with treatment with noninvasive ventilation [103–105].

Choosing the "best" health-status instrument for an
individual study

The choice of a particular instrument for an individual
study must depend on the research questions, the conceptual
model and definition of the concept to be measured and the
ability of the candidate instruments to meet these specific needs.
In addition, investigators must examine the measurement
properties of each available instrument including reliability,
validity, responsiveness and interpretability as well as adminis-
tration mode, time and respondent burden. Table 1 describes
the generic and disease-specific instruments that have been
most commonly used among patients with COPD and lists
some information about many of these characteristics. Table 2
lists these characteristics and their relative importance in three
different kinds of studies. This list is based on the criteria
defined by the Scientific Advisory Committee of the Medical
Outcomes Trust [106]. Furthermore, although most investi-
gators must limit the number of questionnaires used in any
study to minimise the burden on study participants, expert
opinion and some recent data suggest that both a generic and

a disease-specific instrument should be used in most studies
concerning the health status of patients with COPD [41–43].

Improving instrument use

Despite the increased use of health-status instruments in
observational and experimental studies, there remain many
areas of improvement that could advance the use and inter-
pretability of these instruments. A consensus group convened
by the ATS, identified three specific recommendations [10].
First, to establish standards for evaluating, using and inter-
preting health-status instruments in clinical research concerning
chronic lung disease. Second, to facilitate funding for research
on health-status measurement in chronic lung disease. Third,
to promote education and training concerning the measurement
of health status. These recommendations are as applicable
today as they were 6-yrs-ago when this group was convened.

In addition to these recommendations, three specific areas
of research are needed to improve the use and interpretability
of these instruments. These areas include head-to-head com-
parisons of existing instruments, increased research concern-
ing the best methods to assess responsiveness and to identify
the MIDs, and methods to increase the interpretability of
these instruments for clinicians and policy-makers.

Table 1. – Selected commonly used health-related quality-of-life instruments

Name Items n,
estimated time

Administration Domains Scale (worse–best);
MID

Validity and
reliability in patients

with COPD

Generic
instruments

SIP 136, 20–30 min Designed for
either self
or interviewer,
telephone

12 Domains, two
component scores,
physical and
psychosocial scores,
five independent
categories, one total
score

0–100; MID
unknown

Well documented,
may not be
discriminative with
mild COPD

MOS,
SF-36

36, 5–10 min Self, interviewer,
telephone

Eight domains PCS, MCS;
0–100 Normalised
to population
mean¡SD, 50¡10.
Domains; 0–100;
MID five points

Valid and
reproducible,
responsiveness not
well documented in
COPD

NHP 50 Interviewer Three domains:
mobility, physical
activity, social
activity

0–1; MID unknown Valid, reproducible,
responsiveness not
demonstrated

QWB 38, 10–15 min Self Six domains 100–0; MID
unknown

Valid, reproducible,
responsiveness not
demonstrated

Disease-specific
CRDQ 20, 20–30 min

initial;
10–20 min
repetitive

Designed
primarily for
interviewer;
may be self-
administered

Dyspnoea, emotional
function, fatigue
mastery

1–7 Likert scale;
MID 0.5 per
question for
all domains

Well documented in
multiple trials

SGRQ 76, 20 min Self Symptoms, activities,
impact, overall
score "no well-being"

100–0; MID four for
all domains

Well documented in
multiple trials

SOLDQ 29, 10–15 min Self Physical function,
coping skills,
emotional function,
satisfaction

0–100; MID six
for physical
function domain

Documented in
original description

MID: minimally important difference; COPD: chronic obstructive pulmonary disease; SIP: Sickness Impact Profile; MOS: Medical Outcomes Study;
SF: Short Form; PCS: Physical Component Score; MCS: Mental Component Score; NHP: Nottingham Health Profile; QWB: quality of well-being;
CRDQ: Chronic Respiratory Disease Questionnaire; SGRQ: St George9s Respiratory Questionnaire; SOLDQ: Seattle Obstructive Lung Disease
Questionnaire.
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Head-to-head comparisons of health-status instruments in
chronic obstructive pulmonary disease

There are dozens of health-status instruments that assess
COPD, but few head-to-head comparisons that evaluate these
instruments in the same population, making it difficult to
determine which instrument may perform best in a given
setting. Head-to-head comparisons, although important, can
be difficult to publish in the clinical literature unless the study
has clinical implications that extend beyond measurement
issues. Studies designed to compare health-status instruments,
however, can be usually designed simultaneously to address
other research questions of clinical importance.

Responsiveness and the minimally important difference

There is currently no standard or accepted method to assess
what constitutes an MID or to compare the responsiveness of
different instruments. As described above, two main methods
have been used to assess the MID [16–18]. The important ques-
tion being asked for both MID and responsiveness is "How
does one know that the group who reported change really did
change?" If a study is large enough, a statistically significant
difference may not be clinically important. Therefore, it is import-
ant in COPD to identify external criteria to help interpret the
magnitude of change seen in a given instrument [107]. Respon-
siveness involves hypothesis testing about the direction of the
change (i.e. worse, same, better) and interpretation of the
results as to the magnitude of the change (i.e. small, medium
or large). Assessing the MID involves identifying the smallest
change that is important to patients and, potentially, to their
families and clinicians. Repeated use of these measures within
COPD populations is perhaps the most assured way of identify-
ing the MIDs for different instruments or across instruments
over time.

A burgeoning literature focuses on responsiveness because

all stakeholders in the evaluation of treatments want to be
able to judge if the treatment is effective, how effective it is,
under what conditions and in what populations. Statistical
reporting of effect sizes has long been the focus of clinical trial
methodologies, with consensus around the definition of effect
size and standardisation of effect sizes [108, 109]. Alternative
measures of responsiveness have been proposed, essentially
changing what is in the denominator or the measure of
variability or noise [110]. Which statistical measure of change
should be calculated and reported across treatment effective-
ness evaluations remains an important question for scientific
inquiry and consensus development.

Interpretability

The field of health-status measurement is in need of the
development of specific methods to translate instrument
scores into clinically interpretable results. This process of
increasing interpretability begins with selecting and justifying
the external measure used to define the importance of the
change, which is the same process needed to identify the MID.
Interpretability also requires that the relationship between the
self-reported, health-status measure and the most relevant
external measures be examined. The external measures used
could vary widely by including groups of patients with
different severity of COPD defined by FEV1 or other physio-
logical measures, or by using events, such as hospitalisation,
for an exacerbation of COPD. In addition, these external
measures can also include global evaluations of change made
by patients, families, or clinicians, or any external measure that
is logically related to the self-report measure, is moderately
correlated with that measure and is more interpretable to
patients or clinicians than the health-status measure under
examination. This work needs to be done before greater accept-
ance of these instruments outside of the academic research
community can be expected.

Table 2. – Assessing health-status instruments for chronic obstructive pulmonary disease studies (based in part on the criteria
defined by the Medical Outcomes Trust)

Quality to be assessed Importance of each quality, for use in all or some studies using health-status measures

Outcome in a
randomised,

controlled trial

Discriminate
between groups

Predict
future outcomes

Measurement model
Conceptual model specified All All All
Model verified empirically Some Some Some

Reliability
Internal consistency Some All All
Stability (test/retest reliability) All All All
Inter-rater/intra-rater reliability All All All

Validity
Content validity All All All
Construct validity All All All
Predictive validity Maybe Maybe All

Responsiveness
Detection of change All Maybe All
Identification of MID All Some Maybe

Interpretability All All All
Alternative modes of administration

Testing for comparison All Maybe Maybe
Cultural and language adaptations

Conceptual and semantic equivalence Maybe Maybe Maybe
Validity testing in different cultures Maybe Maybe Maybe

MID: minimally important difference; All: important in all studies of this type; Some: important in most studies of this type; Maybe: may be
important depending on the specific study. Adapted from data from [106].
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Novel uses of health-status instruments

Health-status instruments have been used primarily as
outcome measures. Novel research uses of these instruments
include the prediction of clinical outcomes, such as mortality
or hospitalisations [60]. Such use may allow clinicians and
healthcare systems to identify individuals at risk for poor
outcomes who may benefit from specific interventions. This
could lead to better allocation of healthcare resources and the
ability to target patients who may be at higher risk of poor
outcomes. There has also been interest in using these measures
to improve clinical care by feeding results back to providers,
but studies using health-status measures for this purpose have
not convincingly demonstrated significant benefit [111].

Conclusions

Health-status instruments have provided valuable insights
into the effects of disease and benefits of treatments for
patients with chronic obstructive pulmonary disease. Many
instruments have reported evidence on validity and reliability,
although only a few have been demonstrated to be responsive
to change. These instruments will have an important role in
assessing the efficacy and effectiveness of new treatments for
patients with chronic diseases, such as chronic obstructive
pulmonary disease. To maximise the potential for these instru-
ments, further work needs to be performed to compare different
instruments, develop standardised methods for assessing the
minimally important difference and increase the interpret-
ability of the instruments. Novel uses for these instruments
will undoubtedly improve their use and interpretability.
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