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Abstract

Establishing clinically meaningful changes in pain experiences remains important for clinical trials of
chronic pain treatments. Regulatory guidance and pain measurement initiatives have recommended including
patient-reported global assessment measures (e.g., Patient-Global Impression of Change [PGIC]) to aid
interpretation of within-patient differences in domain-specific clinical trial outcomes (e.g., pain intensity). The
objectives of this systematic review were to determine the frequency of global assessment measures inclusion,
types of measures, domains assessed, number and types of response options, and how measures were analyzed.
Of 4,172 abstracts screened across 6 pain specialty journals, we reviewed 96 clinical trials of chronic pain
treatments. Fifty-two (54.2%) studies included a global assessment measure. The PGIC was most common (n=28;
53.8%), with relatively infrequent use of other measures. The majority of studies that used a global assessment
measure (n=31; 59.6%) assessed change or improvement in an unspecified domain. Others assessed overall
condition severity (n=9; 17.3%), satisfaction (n=8; 15.4%), or overall health status/recovery (n=5; 9.6%). The
number, range, and type of response options were variable and frequently not reported. Response options and
reference periods even differed within the PGIC. Global assessment measures were most commonly analyzed as
continuous variables (n=24; 46.2%) or as dichotomous variables with positive categories combined to calculate
the proportion of participants with a positive response to treatment (n=18; 34.6%). This review highlights the
substantial work necessary to clarify measurement and use of patient global assessment in chronic pain trials,
and provides short and longer-term considerations for measure selection, reporting and analysis, and measure

development.



1. Introduction

Establishing clinically meaningful changes in pain experiences remains an important and inadequately
defined issue in clinical trials of chronic pain treatments. Regulatory guidance emphasizes the importance of
using the patient perspective to establish meaningful clinical outcomes and further recommends the use of
anchor-based methods, in which a global assessment measure, such as the Patient Global Impression of Change
(PGIC)[37] or the Patient Global Impression of Severity (PGIS)[45], is used to define whether a patient has
experienced a change in their condition (i.e., within-participant change) [41]. Moreover, patient-reported
measures of global assessment have long been recommended as core outcome measures for clinical trials of
pain-related treatments [14; 17]. However, whether and how patient-reported global assessment measures are
typically used in clinical trials of chronic pain treatments remains unclear.

There are a multitude of patient global assessment measures, including (but not limited to) the PGIC,
PGIS, Global Perceived Effect Scale (GPE) (reviewed in [27] and [4; 5]), Global Rating of Change (GROC) (reviewed
in [4; 5]), Patient Global Assessment (PGA) (reviewed in [32]), and the Patient Acceptable Symptom State (PASS)
[28]. Yet, variability can exist in question stems, reference periods, and response options; for example,
instructions may direct patients to consider their overall health status, overall pain, quality of life, function,
condition severity, and so on. Furthermore, response options may vary in number, type, and content. Reference
periods also vary, especially for PGIC-type questions for which the respondent compares their current state
versus their state prior to treatment. This lack of standardization makes it difficult to establish valid and
informative conclusions about meaningful change in pain both within and across studies. A 2016 review of
patient global assessment of rheumatoid arthritis disease activity highlighted variability in the content of various
assessment measures and the potential impact on interpretation and resultant validity and utility of the
outcome (e.g., achieving treat-to-target goals) [32]. A systematic review of the use of investigator global
assessment measures in trials of atopic dermatitis treatment also described lack of standardization in the types
of measures used and how the measures were analyzed [19]. Typically, the intent of global assessment
measures is to capture the degree of participant-perceived change in a broader, more nuanced, construct that

can allow researchers to (1) determine whether individual participants have experienced a perceptible or



important change in their condition and (2) support interpretation of observed changes in outcome scores. Draft
regulatory guidance outlines an approach for incorporating global assessment measures into trial analysis to
demonstrate “meaningful within-patient change” [43] (“meaningful” or “clinically important” between-group
differences is a separate and challenging issue [13] and not the focus herein). However, it is not clear whether
this approach is routinely adopted in existing chronic pain trials.

Given the important role that patient global assessment can play in clinical trials, drug approvals, and
cost-effectiveness analyses, clarifying how global assessment measures are used in clinical trials of chronic pain
treatments, and ensuring measures are valid and reliable, is critical.

The primary objectives of this review were to describe the (1) proportion of trials that incorporated a
patient-global assessment measure; (2) types of measures used; (3) domains assessed (e.g., pain, overall health
status), and (4) how global assessment measures were operationalized. Our hope is that this review serves to
improve the standardized use of current global assessment measures, provides the impetus for establishing
psychometric properties of commonly used measures, and lays the groundwork for developing novel content-
valid global assessment measures that validly capture domains important to patients.

2. Methods

This targeted systematic review (targeted given its focus on six pain specialty journals) was registered in
Open Science Framework (08/02/2023).
2.1 Article selection

Articles that reported efficacy results of randomized clinical trials (RCTs) of at least one investigational
treatment for chronic pain, published over between January of 2016 and September of 2023, were identified
across six major pain specialty journals, PAIN, Pain Reports, Clinical Journal of Pain, European Journal of Pain,
Journal of Pain, and Pain Medicine, identified using a highly sensitive hedge for RCTs and filtered by year of
publication and journal (see Appendix 1 for search strategy). Articles were included if pain was a main outcome
and there were at least 50 participants per comparison group [31]. Articles that described a secondary analysis

or a protocol of an RCT, did not include an active arm (i.e., comparing different placebo conditions), focused on



acute pain or experimental pain in healthy participants, or investigated a preventive treatment (e.g.,
preoperative intervention to prevent persistent postsurgical pain) were not included in this review.
2.2 Data extraction

A coding template was used to extract both trial characteristics and information about the use of global
assessment measures. The coding template was developed and pretested by 2 authors (J.S.G. and D.J.L.).
Pretesting included independent coding of 7 randomly selected articles and discussion of discrepancies, in 3
rounds. This pretesting informed modifications to the template in order to improve clarity and content (see
Appendix 2 for final coding manual). Six coders (R.P.M., F.O.F., M.N., M.P., S.S., I.C.S.) were trained on data
extraction and the use of the online coding template and underwent 2 rounds of practice coding, comparing
their coding to consolidated coding of J.S.G. and D.J.L. Each round of practice coding was followed by an
overview of discrepancies (compared to consolidated coding of J.5.G. and D.J.L.) and discussion with J.S.G.
and/or D.J.L. Additional explanatory statements were incorporated into the coding template based on training
experience.

Trial characteristics extracted included: trial design, blinding, type of intervention, sample size, number
of groups, targeted pain condition(s), and study sponsor. Coders recorded whether a study incorporated a global
assessment measure(s) as a primary or secondary outcome. Global assessment measures were defined to
reviewers as measures that capture a patient's overall impression/rating of change or improvement in health
status, function, etc. They may also measure a patient's impression of overall severity, tolerability or
acceptability of pain, or overall satisfaction with treatment or their current condition. Some examples were
provided and reviewers were reminded that global assessment measures do not include pain intensity rating
scales, other symptom-specific measures, or measures with multiple subscales, and that most existing measures
were single-items. If so, the type of measure(s), domains specified by the measure(s), and the number and type
of response options were recorded. After training and practice, pairs of coders were randomly assigned a subset
of articles, in a randomly selected order. Data were collected using REDCap (Research Electronic Data capture

hosted at University of Rochester [22; 23]). After all articles were coded independently, D.J.L. reviewed the data



for discrepancies. If the discrepancy was due to obvious oversight, it was noted and corrected. If the discrepancy
was due to differences in interpretation, it was reviewed and resolved in consult with J.5.G. D.J.L. performed a
post hoc review of articles that used a global assessment measure in order to determine how the measure was
analyzed (e.g., continuous, categorical, dichotomized to identify responders). Descriptive statistics were used to

summarize the review findings. No formal statistical comparisons were conducted.

3. Results
Figure 1 displays the PRISMA flow diagram for article selection (see Appendix 3 for list of reviewed studies).

Ultimately, after removing duplicates and screening titles/abstracts, and full texts, 96 studies met inclusion
criteria and were reviewed.
3.1 Coder discrepancies

A total of 1,254 items were coded in duplicate. There were 177 (14.1%) coding differences between the
coders among trial characteristics and global assessment measure coding items. Of these differences, 172
(97.2%) were due to oversight by one of the coders and 5 (2.8%) were due to differences in interpretation.
3.2 Trial characteristics

Table 1 shows the trial characteristics of the 96 reviewed studies. The majority of the reviewed trials
used a parallel group design to evaluate superiority of an intervention. Interventions were most commonly non-
pharmacologic (55.2%) or pharmacologic (31.3%), with an average sample size of 112 per group. Targeted pain
conditions were variable, with chronic low back pain (24.0%), diverse chronic pain conditions (19.8%), or
peripheral neuropathic pain (14.6%) being the most common.
3.3 Global assessment measures

As shown in Table 2, 52 (54.2%) of 96 included studies incorporated at least one patient-reported global
assessment measure, most commonly as a secondary outcome (94.2%). Most of these studies (76.9%) used one
global assessment measure; others that used 2 (11.5%) or 3 or more (11.5%) evaluated more than one domain
separately (e.g., 3 single-item numeric rating scales for perceived improvement in pain, function, and overall

quality of life [3] or pain intensity, pain interference, and ability to cope with pain [46], or separate global



assessment measures for change and satisfaction [8] . The PGIC was most common, used in 28 studies (53.8%),
followed by the Global Perceived Effect (GPE) scale (n=7, 13.5%). Other measures were variably and infrequently
used, and generally captured patient-perceived change (worsening or improvement) (15.4%), improvement only
(5.8%), or satisfaction with study treatment (21.2%). More than half of the studies (n=31; 59.6%) asked
participants to rate overall change or improvement without specifying domains to consider in their ratings.
Other study measures asked about illness/condition severity (n=9, 17.3%), satisfaction with treatment (n=8,
15.4%), or overall health status or recovery (n=5, 9.6%).

All measures were comprised of a single item, with Likert type, verbal response, or numeric rating
scales. Table 3 outlines the number, range, and lower and upper anchor descriptions for the response options of
the global measures. The number of response options was variable (ranging from 3 to 101 [e.g., 0-100%
satisfaction scale]), and the number, range, and anchors often not reported (n=15, 28.8%; n=10, 19.2%, and
n=19, 36.5%, respectively). Most commonly, studies included a global assessment measure with 7 response
options (n=20, 38.5%), ranging from 1 to 7 (n=13, 25.0%), with lower and upper anchors of “very much worse”
to “very much improved” (n=14; 26.9%) — all typical characteristics of the PGIC; however, lower and upper
anchors for the commonly used PGIC varied across studies (Table 4), with four differently worded combinations
of lower and upper anchors.

As presented in Table 5, global assessment measures were most commonly analyzed as a continuous
outcome (n=24, 46.2%) or as a dichotomous outcome with positive categories combined (e.g., “much improved”
and “very much improved”) to calculate the proportion of participants with a positive response to treatment
(n=18, 34.6%). Other approaches, such as calculating the proportion of participants endorsing each possible
response option or that combined negative response options to calculate the proportion of participants with a
negative response to treatment, were rare (n=8, 15.4% and n=3, 7.3%, respectively).

4. Discussion



These findings demonstrate substantial variability in the application of global assessment measures, even for
a single, commonly used measure (e.g., PGIC). The domains assessed by the global measures were also largely
unspecified, and the measures were often not clearly described.

Just over half of the studies reviewed included a global assessment measure, indicating that despite
regulatory guidance [41] and measurement initiative recommendations [12; 14; 17], these measures were not
consistently included in chronic pain trials published in six major pain specialty journals. For the trials that did
include a global assessment, it was not surprising that the PGIC was the most commonly used measure, given
that existing regulatory guidance and IMMPACT recommendations specifically endorse the PGIC. It is important
to note, however, that we did not observe uniformity in the details of the PGIC (e.g., number, range, response
options, analysis), suggesting the need for improved clarity and standardization. In fact, the FDA’s Patient-
Focused Drug Development workshop guidance discussion document provides an example of the PGIC that
includes 5 response options “much better”, “a little better”, “no change”, “a little worse” and “much worse”,
and allows investigators to specify the domain (“symptom, overall status, etc.”). Yet, we more commonly
observed a 7-point PGIC ranging from “very much improved” to “very much worse.” Moreover, the number and
types of response options across all measures were infrequently reported (n = 15, 28.8%; n = 19, 36.5%,
respectively). Unreported response options present a particular challenge for understanding the respondent’s
assessment; for example, if no lower anchor is reported, it cannot be determined whether the lower anchor
denotes worsening or no change/stability. A post hoc review of studies that used the PGIC revealed that
instructions about what starting point participants should evaluate change from was most often not reported
(n=19; 67.9%). For those studies that reported the time frame to consider change, all used variably worded
instructions (e.g., “since baseline”, “since starting study drug”, “since beginning treatment”, “since the start of
the study”). Importantly, there was also substantial variability in the time points at which assessment was

completed (i.e., from 5 days to 12 months), and almost half of these studies (n=12; 42.9%) involved PGIC

completion at multiple time points.



The majority of studies used measures that asked participants to rate their overall change or improvement
without specifying what domains to consider in their rating (e.g., pain overall, function, quality of life,
combination thereof). This lack of specification may be purposeful in order to allow the participant to
conceptualize their experience in their own individual and reflexively meaningful way. It is also possible that
domains were specified to participants directly and that this lack of information was due to deficiencies in
reporting. Nonetheless, these abstract question stems call into question the content validity of the PGIC. What
domains one considers when rating making a global assessment are likely highly individual and variable, and
may reflect changes in other domains (e.g., physical activity, mood) over and above pain [39]. However, changes
in these domains may be meaningful even within the context of stable pain intensity.

Overall health status and illness/condition severity were the next most common domains assessed. These
constructs are quite distinct (i.e., overall health vs. specific illness/condition), making it difficult to even
understand the domains being assessed or to aggregate findings across studies. A review of the use of PGA in
rheumatoid arthritis noted that patient assessment of “global health” and “disease activity” (each commonly
used) capture different information about an individual’s status and suggest that the context should be
considered, noting that global health can encapsulate comorbid conditions and psychological distress, whereas
disease activity aims to capture more specific disease processes [32].

Considerable variability in terms of how global assessment measures were analyzed was also observed.
Issues with the various approaches to analysis and considerations for future research are outlined below.

4.1 Considerations

Given that regulatory guidance and IMMPACT recommend the PGIC, coupled with its already widespread
use, a short-term recommendation is to include the PGIC in trials of chronic pain treatments, but with
standardized and/or clearly reported question stems, reference periods, response options, and analytic
approaches. However, it should be acknowledged that the retrospective nature of the PGIC presents some
concerning challenges, including (1) the possibility of inaccurately recalling a prior state, particularly in trials of

longer duration and (2) that respondents’ state at the time of completion may unduly influence their rating of



change. A longitudinal study on the validity of the PGIC in clinical care of fibromyalgia demonstrated that longer
follow-up duration (compared to shorter duration with similar change in other specific disease measures) was
associated with lower PGIC ratings (i.e., less improvement) [37]. Of note, FDA guidance acknowledges these
challenges and proposes an alternative measure, the Patient Global Impression of Severity (PGIS), which
assesses the participant’s current state (“symptom/overall status/etc” [42]) at two time points (i.e., baseline and
post-treatment) [41]. However, as discussed above, what constitutes a meaningful change in severity presents
its own challenge.

It is clear from these findings of infrequent and variable use of patient-reported global assessment measures
that a considerable amount of work is needed to ensure that measures are valid, reliable, interpretable and
meaningful to patients and clinicians. Adhering to regulatory guidance on the development of patient-reported
outcome measures requires that the measure captures a specific “concept of interest” for a specific “context of
use,” that the measure is developed using both qualitative and quantitative methodologies, and that the
measure undergoes rigorous evaluation [33; 34; 41]; however, the paradoxical issue is that such guidance has
not generally been applied to or required of existing patient-reported global assessment measures.

It will be important to establish interpretability and content validity of global assessment measures from the
patient’s perspective, including what domains are important and how these domains should be described (e.g.,
“overall change in pain, function, and quality of life”, “tolerability of pain”, “satisfaction with pain relief”, current
status or global severity of the pain condition). While efforts have been made to evaluate construct validity of
global assessment measures of changes in specific symptoms (e.g., hand [2], hip, knee, and back [1] in the
context of OA), little research has focused on establishing psychometric properties of more general global
assessment measures, like the PGIC, across chronic pain disorders. In fact, of the 28 studies that used the PGIC,
only 3 papers noted its psychometric properties [24; 44; 46]. One of these papers included a blanket statement
regarding “adequate psychometric properties” of all measures used in the study, without specific references
[24]. Another paper [46] stated that psychometric data were purposefully not provided because the PGIC was

not designed to measure a single underlying construct, citing Scott & McCracken . A third paper [44] reported
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that the PGIC was validated among chronic pain populations, citing: (1) a conference abstract, which found that
only 31% of the variance in post-treatment PGIC scores was accounted for by changes in pain intensity, mood, or
function, highlighting the important contribution of additional factors [18], (2) the Scott & McCracken paper that
was cited above as rationale for not reporting psychometric properties , and (3) two studies that evaluated
convergent validity of the PGIC in the setting of clinical care for fibromyalgia [37] and peripheral neuropathic
pain [36]. These two studies[36; 37] examined the correlation of the PGIC scores with changes in relevant
outcome measures (e.g., pain intensity, pain interference, fatigue, mood, quality of life) over the course of
routine clinical care; while correlations were statistically significant and in the expected (positive) direction,
associations were moderate at best (r < 0.5). Moreover, these findings may not necessarily generalize to the
clinical trial setting. Scott and McCracken [39] used the PGIC to evaluate patients’ impression of change overall
and separately for specific domains (e.g., mood, pain, physical functioning) following Acceptance and
Commitment Therapy (ACT) for chronic pain, and found that overall ratings were associated with improvement
in mood and physical activities, rather than pain [39]. While this finding might be related to the type of
intervention (i.e., ACT encourages acceptance of pain and activity engagement despite pain), it further highlights
the need to understand what domains are relevant to the target indication/outcome and the intervention under
study, and/or what domains are meaningful to the patient in deriving global assessments that are clinically
relevant and informative. A recently developed multidimensional global impression of change (MGIC) measure
expanded the PGIC to include 7 additional specified domains: pain, mood, sleep, physical functioning, coping
with pain, managing pain flare-ups, medication effectiveness [20]. The MPIC accounted for a greater proportion
of variance in treatment outcomes (e.g., pain intensity, disability, depression) than the traditional PGIC,
suggesting that specifying domains may be advantageous.

Figure 2 summarizes the continuum of specificity in domains, but also conveys the challenge of selecting a
domain that is both clinically meaningful and sensitive to change (i.e., can show treatment effect if one exists). It
could reasonably be debated whether broader measures are more meaningful given that they encapsulate a

more holistic experience that includes pain, function, quality of life, and so on, or whether specific measures are
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more meaningful given they capture the target indication/reason for treatment. Perhaps, incorporating both
broad and specific global measures (e.g., as in [35]) or making a context-informed decision about what measure
to use (and providing rationale for that choice) would be a worthwhile approach. Similar rationale may apply to
sensitivity to change.

Another consideration is whether and how participants incorporate treatment-related adverse effects (e.g.,
sedation, constipation, dizziness, nausea) in their global assessments. If harms are not naturally and consistently
considered by patients, it may prove useful to include and report instructions about making assessments that
incorporate both benefits and harms of a treatment. This information would be useful, in particular, for
comparative effectiveness trials, and if standardized, for aggregating findings across studies to support meta-
analyses and to inform treatment guidelines. While not explicit, a couple of interesting measures identified in
this review that may naturally capture both benefit and harms (and potentially convenience) included
participant ratings of their likelihood of undergoing treatment again [10] and whether they would recommend
the treatment to someone with similar difficulties [6]. However, it would still be necessary to learn how people
interpret these questions, what factors impact their responses, and in particular whether and how they would
consider benefit and harms in their responses. A study that evaluated 5 lidocaine patch clinical trials for knee OA
and chronic low back pain found that pain intensity, relief, and interference with physical function, and not
occurrence or severity of adverse events (or sleep or interference with emotional function), made significant
independent contributions to patient global assessment of treatment satisfaction scores [11], suggesting either
minimal/mild harms in this context (i.e., 5% lidocaine patch) that did not affect participants overall experience
or the need to provide explicit instructions to participants to consider both benefit and harms in their global
assessments.

Development of novel global assessment measures may also be warranted. An ideal measure would
adequately encapsulate and specify the domains that patients should include in their assessment of change and
include response options that are differentiable by patients with clearly interpretable levels that lend

themselves well to establishing meaningful change. Systematic evaluation of psychometric properties for
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existing or newly developed global assessment measures should be a priority, as inadequate reliability and
validity of global assessment tools can have a substantial impact on the informativeness of a clinical trial.

Understanding the advantages and disadvantages of various analytic approaches and in which settings each
are appropriate will be important. We found that the most common approach was to compare mean global
assessment scores between treatment groups, but whether and how a statistically significant difference in these
measures is clinically meaningful remains unclear. In fact, it might be argued that this approach offers no
measurable information beyond the analysis of the primary outcome itself, as it presents a similar challenge of
defining a meaningful difference. However, having multiple measures that are different between groups,
including one that asks about global or overall status, may add to the robustness of the conclusion of a
treatment effect.

Another issue is that many measures like the PGIC are ordinal in nature, not continuous; therefore,
comparing mean scores on such global assessment measures (which was done by six of the studies under
review) may not yield valid or interpretable findings. In the case of collapsing positive categories to identify and
compare the proportion of responders, further work is necessary to define a positive response. For example, is
it appropriate (and when) to combine “minimally improved”, “much improved” and “very much improved” to

reflect achievement of a meaningful score difference or is it most appropriate to combine “much improved” and

I “ |II

“very much improved” responses to denote more substantial “clinically meaningful” improvement? The PGIC
was used to estimate “clinically meaningful” change in pain intensity by evaluating the association between
absolute and percent change in pain intensity with PGIC responses among 10 placebo-controlled clinical trials. A
change of 2-points on the 0-10 NRS or 30% was determined to be clinically meaningful defined by a PGIC score
of “much improved” or better [16]. However, it is also possible that even slight improvement (“minimally
improved”) constitutes a meaningful change for an individual living with chronic pain, perhaps particularly when
there are no, or minimal, side effects.

Regardless, the approach of comparing the proportion of participants who report improvement between

study groups is easily interpretable and clinically relevant [15]. However, as with dichotomizing any variable,
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some information is lost and there may be less power to detect a statistically significant difference. Only a small
number of studies collapsed negative categories to identify the proportion of participants who experienced a
negative response to treatment [26; 30; 40]; each of these studies also reported the proportion of positive
responders. This approach may be particularly valuable for interventions with some anticipated harms or for
comparative effectiveness trials (e.g., [30]).

FDA draft guidance outlines a more comprehensive approach for using global assessment measures to
provide support that observed differences in a primary outcome are meaningful [43]. This FDA guidance
encourages evaluation of (1) the distribution of global assessment response options (i.e., proportion of
respondents who endorsed each of the response options), an approach adopted by eight of the reviewed
studies [7-10; 25; 35; 38; 46]), and (2) the distribution of change in primary outcome scores among each of the
response options by treatment group (an approach that none of the reviewed studies used) as a means of
interpreting within-patient change in the outcome among treatment groups.

Figure 3 summarizes short- and longer-term considerations for global assessment measure selection,
reporting and analysis, and development of new measures.

4.2 Limitations

Limitations of this review should be noted. We limited our search to six pain specialty journals and so
our findings may not generalize to all chronic pain trials; for example, trials focused on arthritis published in
rheumatology specialty journals may be more consistent given OMERACT'’s published guidelines on how and
what global assessment measures to include in arthritis trials. However, the objective of this review was to
efficiently and effectively assess the landscape of chronic pain trials across diverse pain conditions published
among major pain journals. We also limited our search to a 7-year period to capture recent trends in the use of
global assessment measures. It is possible that articles published prior to 2016 may show different results,
particularly those published prior to 2005, when IMMPACT published recommendations on core outcome

measures to include in clinical trials of chronic pain treatments [12]. Nonetheless, the current review describes
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recent trends in the use of global assessment measures across a range of interventions evaluated amongst a
diverse sample of chronic pain conditions.
4.3 Conclusion

Overall, the findings of this review highlight a substantial amount of work to be done to clarify the
development and application of patient-reported global assessment measures in chronic pain clinical trials.
Efforts to establish psychometric properties of existing measures, to understand domains important to patients,
to accurately and consistently describe those domains, and to address shortcomings in existing measures are
warranted. Given the important role that patient global assessment can play in the outcome of clinical trials,
regulatory approvals, and clinical practice, combined with limited treatment options for chronic pain, such
efforts are critical.
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Figure Legend
Figure 1. PRISMA flow diagram. Reproduced from Langford, Lou et al with permission [29].

Figure 2. Continuum of domains that respondents may consider in global assessments from broad domains
(e.g., unspecified domains, overall health status) to more specific domains (e.g., Patient Global Assessment of
Low Back Pain [21]). Whether a global assessment measure’s clinical meaningfulness or sensitivity to change
differ as a function of the specific nature of the domain(s) assessed is unclear and warrants investigation.
Regardless, the clinical context in which a treatment is being studied should be considered when selecting a
domain and the measure should be clearly and thoroughly described.

Figure 3. Short and longer-term considerations for measure selection, reporting and analysis, and development
of global assessment measures for use in clinical trials of chronic pain treatments. Acronyms: NRS = numeric

rating scale; PGIC = Patient Global Impression of Change; PGIS = Patient Global Impression of Severity.
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