
  1Wratten S, et al. RMD Open 2023;9:e002721. doi:10.1136/rmdopen-2022-002721

ORIGINAL RESEARCH

Development and testing of an 
alternative responder definition for 
EULAR Sjögren’s Syndrome Patient 
Reported Index (ESSPRI)

Samantha Wratten,1 Linda Abetz- Webb,1 Ethan Arenson,1 Pip Griffiths,1 
Simon Bowman,2 Wolfgang Hueber,3 Briana Ndife,4 Daniel Kuessner,3 
Pushpendra Goswami3

To cite: Wratten S, 
Abetz- Webb L, Arenson E, 
et al. Development and testing 
of an alternative responder 
definition for EULAR Sjögren’s 
Syndrome Patient Reported 
Index (ESSPRI). RMD Open 
2023;9:e002721. doi:10.1136/
rmdopen-2022-002721

 ► Additional supplemental 
material is published online only. 
To view, please visit the journal 
online (http:// dx. doi. org/ 10. 
1136/ rmdopen- 2022- 002721).

Received 8 September 2022
Accepted 27 February 2023

1Patient- Centered Outcomes, 
Adelphi Values, Bollington, UK
2Rheumatology, University 
Hospitals Birmingham NHS 
Foundation Trust, Birmingham, 
UK
3Department of Immunology, 
Novartis Pharma, Basel, 
Switzerland
4Department of Oncology, 
Novartis Pharmaceuticals 
Corporation, East Hanover, New 
Jersey, USA

Correspondence to
Dr Pushpendra Goswami;  
 pushpendra. goswami@ novartis. 
com

Sjögren syndrome

© Author(s) (or their 
employer(s)) 2023. Re- use 
permitted under CC BY- NC. No 
commercial re- use. See rights 
and permissions. Published 
by BMJ.

ABSTRACT
Objectives Dryness, fatigue and joint/muscle pain are 
typically assessed in Sjögren’s trials using European 
Alliance of Associations for Rheumatology Sjögren’s 
Syndrome Patient Reported Index (ESSPRI). A Patient 
Acceptable Symptom State of <5 and a Minimal Clinically 
Important Improvement (MCII)/responder definition (RD) of 
≥1 point or 15% on ESSPRI have previously been defined. 
This study explored alternative RDs to better discriminate 
between active treatment and placebo in trials.
Methods Anchor- based and distribution- based methods 
were used to derive RD thresholds in blinded phase IIb trial 
data (N=190) and confirm these in blinded data pooled 
from three early phase II trials (N=126). The populations 
consisted of individuals with moderate- to- severe systemic 
primary Sjögren’s. Anchors were prioritised by ESSPRI 
correlations and used in similar conditions. Triangulated 
estimates were discussed with experts (N=3). The revised 
RD was compared with the original using unblinded data to 
assess placebo and treatment responder rates.
Results Patients were predominantly female (>90%), 
white (90%), with mean age of 50 years. Receiver 
operating characteristic estimates supported an MCII 
threshold of 1.5–1.6 in the phase II data, whereas 
correlation- weighted mean change estimates supported 
a low/minimal symptom severity threshold of ≥2. A low/
minimal symptom severity of ≤3 showed the greatest 
sensitivity/specificity balance. Analyses in the pooled data 
supported these thresholds (MCII: 1.5–2.1; low/minimal 
symptom severity: 2.7–3.7). Unblinded analyses confirmed 
the revised RD reduced placebo rates.
Conclusions Completing a trial with an improvement 
of ≥1.5 points compared with baseline and an ESSPRI 
score of ≤3 points is a relevant RD for moderate- to- severe 
systemic Sjögren’s and reduces placebo rates.

INTRODUCTION
Sjögren’s is a heterogeneous, chronic autoim-
mune disease affecting the exocrine glands. 
Patient- reported symptoms include dryness, 
fatigue, and/or joint/muscle pain, and these 
symptoms are associated with an increased risk 

of sleep problems, cognitive problems, female 
sexual dysfunction, anxiety and depressive 
disorders.1–17 Patient- reported symptoms are 

WHAT IS ALREADY KNOWN ON THIS TOPIC
 ⇒ Interpretative guidelines suggest that an improve-
ment of ≥1 point or 15% compared with baseline on 
European Alliance of Associations for Rheumatology 
Sjögren’s Syndrome Patient Reported Index 
(ESSPRI) represents a Minimal Clinically Important 
Improvement/responder definition (RD). However, 
this RD often results in poor sensitivity and specific-
ity within trial settings and thus high placebo rates.

WHAT THIS STUDY ADDS
 ⇒ This study explored alternative RDs for ESSPRI by 
using anchor- based and distribution- based meth-
ods to explore thresholds for a total score cut- off 
representing low/minimal symptom severity and for 
more stringent thresholds representing meaningful 
improvement compared with baseline.

 ⇒ Interpretation of results prioritised the optimisation 
of sensitivity (the ability to correctly identify im-
proved patients) and specificity (the ability to cor-
rectly identify stable/worsened patients) to improve 
confidence that patients will be correctly classified 
as ‘improved’ in future trial analyses.

 ⇒ Completing a trial with an ESSPRI score of ≤3, with 
an improvement of ≥1.5 points compared with base-
line, is a conservative, relevant and meaningful RD 
for clinical trials. This revised RD ensures that pa-
tients achieve low/minimal symptom severity and 
exceed minimally important change by the end of 
the trial while reducing responder/non- responder 
misclassification and placebo rates.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

 ⇒ This revised RD should facilitate efforts to identify 
products that make a true difference to patients’ 
symptoms.
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important to assess in clinical trials to explore treatment 
benefit from the patient perspective, particularly as these 
symptoms are difficult to assess objectively.

The three- item European Alliance of Associations for 
Rheumatology (EULAR) Sjögren’s Syndrome Patient 
Reported Index (ESSPRI) is a reliable and valid1 18–20 
assessment of dryness, fatigue and joint/muscle pain. 
Items are rated on a 0–10 Numerical Rating Scale, and 
a mean total score is calculated, with higher scores indi-
cating greater symptom severity. ESSPRI is used in Euro-
pean clinical practices to assess symptom severity,1 11 20 in 
clinical trials to assess treatment efficacy21 22 and is well- 
regarded within the EULAR community.21–23 Although 
ESSPRI is responsive to change,24–26 a high placebo rate 
exists in clinical trials.13 27 28 This may partially be due to 
the variable natural course of Sjögren’s symptoms and a 
proportion of patients truly improving in the absence of 
active treatment. However, another explanation could be 
that endpoint thresholds are not conservative enough 
to detect and demonstrate treatment efficacy above the 
level of placebo.

Within- group analyses of observational data from two 
large prospective cohorts (n=790) suggested a Minimal 
Clinically Important Improvement (MCII) of ≥1 point or 
15% on ESSPRI should be used as a treatment responder 
definition (RD).29 The results also suggested a Patient 
Acceptable Symptom State (PASS; that is, a low/minimal 
symptom severity threshold) of ESSPRI score of <5. 
However, it should be recognised that this threshold 
was developed to define the disease state rather than to 
track changes over time.30 The above MCII is often used 
to classify patients who have experienced meaningful 
within- individual change. However, these thresholds may 
be strengthened by exploring within- individual change 
using data from controlled interventional studies. Addi-
tionally, it may be more relevant to patients to incorpo-
rate thresholds for low (not just ‘acceptable’) symptom 
severity and a higher- than- minimum threshold for 
improvement. Such thresholds are also likely to be more 
relevant to clinical trial outcomes, accurately classify 
patients in trial analyses and reduce placebo rates.

This study explored alternative RDs for ESSPRI scores 
based on the optimal balance of sensitivity (the ability to 
correctly identify improved patients) and specificity (the 
ability to correctly identify stable/worsened patients).31

METHODS
Sample
A two- stage approach was used to first derive a range of 
RD thresholds using blinded data from a phase IIb clinical 
trial (stage 1),32 and then confirm these in blinded data 
pooled from three early phase II trials (stage 2). Patients 
provided informed consent prior to their involvement in 
these trials, including consent for their information to be 
used in data analysis and interpretation, and for findings 
to be published.

Stage 1 used data from 190 patients enrolled in a 
randomised, double- blind, placebo- controlled inter-
ventional phase IIb dose ranging trial of ianalumab 
(CVAY736A2201 (NCT02962895); online supplemental 
table 1). Subjects had a diagnosis of primary Sjögren’s 
according to the revised American European Consensus 
Group classification criteria,33 and moderate- to- severe 
systemic disease defined as having a EULAR Sjögren’s 
Syndrome Disease Activity Index (ESSDAI) score ≥6 
on the biological, haematological, articular, cutaneous, 
glandular, constitutional and lymphadenopathy domains 
(a subset of ≥30% of patients must have had an ESSDAI 
≥10). Stage 1 is hereafter referred to as the ‘phase IIb 
data’ or ‘phase IIb analyses’.

Stage 2 used data pooled across three clinical trials: 
CCVAY736X2201 (NCT02149420), CCFZ533X2203 
(NCT02291029), CCDZ173X2203 (NCT02775916) (total 
N=126). Each trial was an early phase II randomised, 
double- blind, placebo- controlled trial evaluating the 
safety, tolerability and preliminary therapeutic efficacy of 
different compounds (VAY736, CFZ533, CDZ173, respec-
tively). Patients had a diagnosis of primary Sjögren’s and 
moderate- to- severe systemic disease (as above). Data 
were pooled due to similar trial designs, time points for 
response (ie, week 24) and populations (online supple-
mental table 1). Stage 2 is hereafter referred to as the 
‘pooled data’ or ‘pooled analyses’.

Measures
ESSPRI, ESSDAI, 36- item Short- Form Survey (SF- 36), 
Physician’s Global Assessment (PhGA) and Patient 
Global Assessment (PaGA) were administered at regular 
intervals in all trials. Functional Assessment of Chronic 
Illness Therapy–Fatigue (FACIT- F) was administered in 
the phase IIb trial, whereas the Multidimensional Fatigue 
Inventory (MFI) was administered in the trials included 
in the pooled analyses (online supplemental table 2).

Statistical analysis
For both the phase IIb data and pooled data, statis-
tical analyses were performed in four steps in accord-
ance with US Food and Drug Administration (FDA) 
patient- reported outcome (PRO) industry guidelines for 
deriving meaningful change thresholds of PROs.31 34 In 
summary, multiple methods were used to estimate mean-
ingful change thresholds, resulting in range of values. 
These values were then triangulated (ie, the process 
of converging estimates into a single or small range of 
values) using predefined criteria. More specifically, FDA 
and The Professional Society for Health Economics 
and Outcomes Research (ISPOR) taskforce guidance 
were followed during triangulation, meaning anchor- 
based methods were prioritised over distribution- based 
methods and multiple methods and anchors were used 
to arrive at a triangulated result.31 34 When considering 
the hierarchy of estimates from the different approaches, 
anchor- based estimates are assigned more weight than 
distribution- based estimates, as they are more closely 
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related to the patient perspective. Specific to anchor- 
based analyses, the proximity of anchor to the target PRO 
instrument was also considered, with more importance to 
estimates generated from more closely linked concepts 
and highly correlated pairings (ie, patient report rather 
than clinician report).

Additionally, to guide triangulation of estimates (but 
not explicitly define them), graphing assessments using a 
forest plot were supplemented by a correlation- weighted 
average31 34 of all estimates, where estimates are weighted 
by the observed correlations between change in anchor 
and score.

An overview of the methods is provided in figure 1.

Step 1: anchor-based approaches to exploring meaningful change 
thresholds
Assessing potential anchors
An ‘anchor’ is a simple measure assessing a specific 
concept used to validate and interpret an instrument 
assessing the same concept,34 in this case symptom 
severity. Potential anchors were selected based on concep-
tual overlap with ESSPRI total score and their relevance 
was confirmed by clinical experts in the research team. 
Polyserial correlations indicated whether anchors corre-
lated sufficiently (≥0.3) with ESSPRI total score.34

PaGA and PhGA scores were stratified in three ways: 
(a) based on literature indicating a 2- point/20 mm 
change is meaningful35 36; (b) based on stratification 
used in rheumatic arthritis37 and (c) based on litera-
ture suggesting 0.5 SD change can be used to support 
meaningful change thresholds.38 See online supple-
mental table 3 for information on how the anchor 
groups used for meaningful change threshold analyses 
were defined.

Within-group mean change
Patients were classified as ‘moderate- major improve-
ment’, ‘minimal improvement’, ‘stable’, ‘minimal wors-
ening’ or ‘moderate- major worsening’ based on prede-
fined anchor definitions from the literature (see online 
supplemental table 3). To assess whether patients classi-
fied as improved had achieved a meaningful benefit, a 
mixed- effects analysis of covariance model for repeated 
measures (MMRM) was used to assess whether mean 
ESSPRI score at week 24 for each group was significantly 
different and exceeded the score for the minimally 
improved patients (defined as the least squares mean 
change score for the minimally improved group). Specif-
ically, the minimal improvement group was relied upon 
for assessing the smallest amount of change that might 
be meaningful. The SE of measurement refers to the 
smallest difference between groups that can be distin-
guished from measurement error (SEM).

Within-individual change
Meaningful improvement was also assessed at an indi-
vidual level to determine how to classify patients in clin-
ical trials as ‘responders’ based on ESSPRI scores.

Receiver operating characteristic (ROC) curves were 
plotted to find the ESSPRI change score that optimally 
discriminated between groups of patients who were clas-
sified as having either a ‘minimal improvement or better’ 
versus a ‘stable or decline’ for each anchor. The optimal 
cut- off point was determined based on the most sensitive 
and specific change score using Youden’s J index39 (maxi-
mising the difference between true positive and false posi-
tive rates), and the sum of squares method40 (selecting 
the threshold linearly closest to a perfect classification).

ROC curves with an area under the curve (AUC) 
>0.70 were used to derive ESSPRI meaningful change 

Figure 1 Overview of methods used to examine ESSPRI thresholds of improvement and severity in the phase IIb and pooled 
analyses. *Phase IIb analyses only. **Pooled analyses only. ESSDAI, EULAR Sjögren’s Syndrome Disease Activity Index; 
ESSPRI, EULAR Sjögren's Syndrome Patient Reported Index; EULAR, European Alliance of Associations for Rheumatology; 
FACIT- F, Functional Assessment of Chronic Illness Therapy–Fatigue; MCS, Mental Component Score; MFI, Multidimensional 
Fatigue Inventory; PaGA, Patient Global Assessment; PCS, Physical Component Score; PhGA, Physician’s Global Assessment; 
SF- 36, 36- item Short- Form Survey.
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estimates.41 Empirical cumulative distribution function 
(eCDF) and probability density function (PDF) curves 
were also produced to evaluate how well anchors sepa-
rated the distributions of ESSPRI change scores.

Step 2: distribution-based methods to explore meaningful change 
thresholds
Distribution‐based estimates of o.5 SD at baseline and 
1 SEM at baseline were also calculated to identify the 
amount of change exceeding measurement error.31 42 
Given that SEM is calculated using reliability thresholds 
of 0.75, Cronbach’s alpha at baseline was used for meas-
ures with ≥three items and kappa coefficients based on 
inter- rater reliability were used for clinician assessments 
with <three items.

Step 3: triangulation of anchor and distribution-based methods to 
derive meaningful change thresholds
Multiple meaningful change estimates were produced 
from the anchor- based and distribution- based methods 
and triangulated as per recommendations in the litera-
ture,31 34 forming a recommended threshold for RDs.43 
Estimates were presented on a forest plot to identify 
convergence around a small range of values. Anchor‐
based estimates were given primary consideration and 
distribution‐based methods were considered supplemen-
tary.34 A weighted average was also calculated to produce 
a single threshold across anchors (Mweighted).43

Step 4: approaches to explore symptom severity thresholds
ROC curves were used to estimate cut- off points for 
symptom severity for ESSPRI scores. Specifically, the 
ESSPRI score that defined between the lowest (group 1) 
and middle (group 2) severity groups, and the ESSPRI 
score that defined between the middle (group 2) and 
highest (group 3) severity groups were identified. Group 
definitions were informed by definitions used in previous 
studies (table 1). AUC (approximately >0.70), specificity 
and sensitivity were used to determine anchor appropri-
ateness. To aid interpretation, boxplots displaying the 
spread of ESSPRI scores for the three severity groups 
were produced and superimposed with a scatter plot 
of patient responses and reference lines indicating the 
range of potential appropriate thresholds.

Comparison of ESSPRI original and revised RDs using 
unblinded trial data
Finally, the trials were unblinded and a responder anal-
ysis was conducted to compare results between the orig-
inal ESSPRI RD (ESSPRI total score is reduced by ≥1 
point or 15%)29 and the revised thresholds identified 
here (completing a Sjögren’s trial with an ESSPRI score 
≤3, which has reduced by ≥1.5 points). The percentage of 
participants who met the RDs was evaluated by treatment 
group.

Patient and public involvement
While the primary methods were statistically and psycho-
metrically based, at each stage, clinical expert opinion 

(n=3) was sought to ensure that the thresholds chosen 
for ESSPRI severity and change were clinically relevant 
and feasible within the context of clinical trials. As recom-
mended by the FDA,31 a separate interview study with 
individuals with Sjögren’s was also conducted in parallel 
to this quantitative study to help refine and contextualise 
the revised RD.44

RESULTS
Patient characteristics
Patients were predominantly female (>90%), with a mean 
age of approximately 50 years, reflecting the broader 
population with Sjögren’s (table 2).45 See online supple-
mental table 4 for clinical outcome assessment descrip-
tive statistics.

Derivation of a revised RD using phase IIb data and 
confirmation of revised RD using pooled data
Step 1: anchor-based approaches to exploring meaningful change 
thresholds
Assessing potential anchors
Using the phase IIb data, change correlations (online 
supplemental table 5A) showed that PaGA stratifica-
tions (A: 2- point change; B: 4- point change; C: 0.5 SD 
change), PhGA stratifications (A: 2- point change; B: 
3- point change; C: 0.5 SD change), FACIT- F and SF- 36 
Physical Component Score (PCS) were appropriate for 
use (r>0.30)34 as anchors.

Table 1 Anchor groups and hierarchy for defining severity 
groups

Anchor 
hierarchy

Anchor 
measure Time point Definition

1a PaGA53 Week 24  ► Group 1: ≤40 mm
 ► Group 2: 
40mm<×≤60 mm

 ► Group 3: >60 mm

1b PaGA37 Week 24  ► Group 1: ≤20 mm
 ► Group 2: 
20mm<×≤40 mm

 ► Group 3: >40 mm

2a PhGA53 Week 24  ► Group 1: ≤40 mm
 ► Group 2: 
40mm<×≤60 mm

 ► Group 3: >60 mm

2b PhGA37 Week 24  ► Group 1: ≤15 mm
 ► Group 2: 
15mm<×≤30 mm

 ► Group 3: >30 mm

3 ESSDAI29 Week 24  ► Group 1: <5
 ► Group 2: 5≤×≤13
 ► Group 3: ≥14

ESSDAI, EULAR Sjögren’s Syndrome Disease Activity Index; 
EULAR, European Alliance of Associations for Rheumatology; 
PaGA, Patient Global Assessment; PhGA, Physician’s Global 
Assessment.
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Change correlations in the pooled data (online 
supplemental table 5B) demonstrated that all of the 
above anchors plus MFI and SF- 36 Mental Component 
Score met the criteria for use (>0.30).34 However, PaGA 
and PhGA stratifications A (2- point change) and C (0.5 
SD change) had small group numbers for ‘minimal 
improvement’ and ‘stable’ change categories, making it 
hard to justify their results as meaningful. As such, PaGA 
stratification B (4- point change), PhGA stratification B 
(3- point change) and SF- 36 PCS were prioritised in both 
analyses.

Within-group mean change
Within- group mean change scores highlighted that 
patients who experienced minimal improvement on the 
anchors had ESSPRI total score improvements ranging 
from 1.5 to 2.3 between baseline and week 24 in the 
phase IIb data and between 1.5 and 2.2 in the pooled 
data. The moderate- major improvement group had a 
mean score range between 2.0 and 4.1 in the phase IIb 
data and between 2.9 and 4.5 in the pooled data. Sample 
sizes for ‘worsened’ groups were too small in both data-
sets (n≤25) for meaningful interpretation.

Within-individual change
ROC curves suggested a change between 1.3 and 2.0 in 
the phase IIb data and between 0.7 and 3.0 in the pooled 
data could be considered a threshold to define the 
minimal meaningful improvement in an individual.

Consideration of eCDF and PDF curves supported the 
range of thresholds derived in within- group assessment 
of minimal meaningful improvement and the ROC curve 
analysis identified across both datasets.

Step 2: distribution-based methods
Distribution- based methods suggested that a meaningful 
improvement threshold should be ≥1.4 (range: 0.6–1.4) 
in the phase IIb data and only slightly lower at ≥1.1 in the 
pooled data (range: 0.5–1.1).

Step 3: triangulation
To narrow the range and inform a recommended 
threshold for the revised RD, all estimates from the 
phase IIb data were triangulated (figure 2).43 We consid-
ered that estimates of ≥1, ≥1.5 or ≥2 were supported by 
the data and selected ≥1.5 (as higher than the threshold 
suggested by the distribution methods) for a meaningful 
yet realistic improvement for RD. This was reinforced 
by the correlation- weighted average of estimates arising 
from the mean of the minimal improvement group in the 
MMRM and the ROC estimates (Mweighted=1.6). This was 
further supported by clinical expert (n=3) feedback, with 
≥2.0 points representing a more stringent but possibly 
less achievable improvement.

To assess if the ≥1.5 threshold chosen following the 
analyses of the phase IIb data was confirmed by the 
pooled data, the estimates from the pooled data were 
also triangulated (figure 3).43 Looking at the pooled 
data on their own, an estimate of ≥1 is probably best 
supported by the pooled data. However, the pooled data 
also supported estimates of ≥1.5 or ≥2. Hence, we consid-
ered that the pooled data confirmed the ≥1.5 threshold 
chosen following the analyses of the phase IIb data.

Step 4: approaches to explore symptom severity thresholds
Using phase IIb data, ROC curves, boxplots and clin-
ical input regarding a cut- off point for ‘low/minimal 
symptom severity’ all indicated that a threshold of 3.0 
was sufficiently conservative, clinically meaningful, and 
an optimal balance between sensitivity and specificity. 
Similar results were found using the pooled data (range 
3.3–3.7; table 3 and online supplemental figures 1–4).

Taken together, these results suggest that an ESSPRI 
total score of ≤3, with an improvement in ESSPRI since 
baseline of ≥1.5 points, is conservative, relevant and 
meaningful for use in a clinical trial. This RD accounts 
for patients achieving ‘low/minimal symptom severity’ 
and exceeding minimally important improvement by the 
end of the trial while reducing misclassification.

Of note, we focused on the anchor analysis results for 
PaGA and PhGA due to their consistent use across the 
trials and FDA’s endorsement of global items for anchor 

Table 2 Demographic characteristics for both datasets

Characteristic
Phase IIb dataset 
(N=190)

Pooled dataset 
(N=126)

Age

  Mean (SD) 50.1 (13.25) 50.9 (12.9)

  Median (Q1, Q3) 52.0 (41.0, 59.0) 51.5 (44.0, 61.0)

  Min, max 20, 75 23, 74

Sex, n (%)

  Female 180 (94.7) 113 (89.7)

  Male 10 (5.3) 13 (10.3)

Race, n (%)

  Asian 22 (11.6) 7 (5.6)

  Black or African 
American

1 (0.5) 1 (0.8)

  White 165 (86.8) 118 (93.7)

  Other 2 (1.1) 0 (0.0)

Ethnicity, n (%)

  Hispanic or 
Latino

33 (17.4) 2 (1.6)

  Not Hispanic or 
Latino

142 (74.7) 30 (23.8)

  Indian (Indian 
subcontinent)

0 (0.0) 4 (3.2)

  Other (not 
specified)

0 (0.0) 90 (71.4)*

  Missing 15 (7.9) 0 (0.0)

*In CVAY736X2201 and CFZ533X2203, most patients selected 
‘Other’ as these were international trials.
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analysis.31 Other anchors, such as FACIT, MFI and SF- 36, 
were not used across all trials, which resulted in smaller 
sample sizes and larger CIs for these measures. However, 
when considering the small sample sizes and larger CIs, 
the estimates were consistent with the other anchors.

Comparison of ESSPRI original and revised RDs using 
unblinded trial data
As shown in figure 4, when using the phase IIb data, the 
percentage of responders in the placebo group reduced 
from 65% (using the original RD)29 to 6% (revised RD). 
A similar reduction from 39% (original) to 4% (revised) 
was found when using the pooled data. The percentage 
of responders in the treatment groups was also reduced 
with the revised RD (eg, 70% to 21% for VAY 300 mg). 
However, the delta between the placebo and treatment 

group increased from 5% to 15% for VAY 300 mg, 
confirming a better balance of sensitivity and specificity.

DISCUSSION
In accordance with methodological guidelines,34 42 46 this 
study incorporated the results of both anchor- based and 
distribution- based methods to propose a revised RD for 
ESSPRI: completing a trial with an ESSPRI score of ≤3, 
with an improvement in ESSPRI of ≥1.5 points compared 
with baseline. This revised RD not only increases the 
MCII threshold (ie, ≥1.5 points—previously ≥1 point or 
15% improvement) and is supported by qualitative data 
from an interview study,44 but also incorporates a low/
minimal symptom severity threshold that at ≤3 points was 
lower than the previously identified PASS of <5.

Figure 2 Triangulation of ESSPRI meaningful change estimates in the phase IIb data. (1) Dashed reference lines show the 
minimum and maximum improvement thresholds from the ROC curves; (2) dotted reference lines show the minimum and 
maximum of the lower confidence limit of moderate group estimates and upper confidence limit of minimal estimates; (3) 
note some ROC curve estimates have two entries, reflecting contrasting results being suggested by Youden’s J and sum of 
squares methods. AUC, area under the curve; ESSPRI, EULAR Sjögren's Syndrome Patient Reported Index; EULAR, European 
Alliance of Associations for Rheumatology; FACIT- F, Functional Assessment of Chronic Illness Therapy–Fatigue; ICC, intraclass 
correlation coefficient; PaGA, Patient Global Assessment; PCS, Physical Component Score; PhGA, Physician’s Global 
Assessment; ROC, receiver operating characteristic; SF- 36, 36- item Short- Form Survey.
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Estimates for meaningful improvement ranged between 
0.73 and 4.47 (including both ‘minimal’ and ‘moderate- 
major’ improvement) and estimates for a cut- off point for 
‘low/minimal symptom severity’ ranged between 3.0 and 
4.3. Clinical experts provided input on the clinical rele-
vance, appropriateness and feasibility of achieving these 
improvements within a clinical trial. During discussions, 
an improvement of 2 points compared with baseline was 
given thorough consideration. However, it was agreed 
that this would be challenging to achieve given Sjögren’s 
trial designs and is generally based on moderate- major 
improvement on PaGA and PhGA stratification B, thus 
representing a relatively higher level of improvement than 
other anchor- based methods. Therefore, an improvement 

in ESSPRI total score of 1.5 points compared with base-
line was considered both meaningful and realistic in the 
context of Sjögren’s trials. This was further supported by 
evidence from an interview study with individuals with 
Sjögren’s whereby a 1- point or 2- point improvement on 
ESSPRI was considered meaningful.44

In an effort to develop a ‘treat to target endpoint’ (ie, 
a patient- relevant definition of a disease state that would 
improve their feeling and functioning), it was agreed that 
a cut- off point of ≤3 for ‘low/minimal symptom severity’ 
should be included in the revised RD. This was a funda-
mentally different goal than the original PASS, which 
was developed as a diagnostic criterion rather than to 
assess change, and the original PASS was not used as a 

Figure 3 Triangulation of ESSPRI meaningful change estimates in the pooled data. (1) Dashed reference lines show the 
minimum and maximum improvement thresholds from the ROC curves; (2) dotted reference lines show the minimum and 
maximum of the lower confidence limit of moderate group estimates and upper confidence limit of minimal estimates; (3) note 
some ROC curve estimates have two entries, reflecting contrasting results being suggested by Youden’s J and sum of squares 
methods. AUC, area under the curve; ESSPRI, EULAR Sjögren's Syndrome Patient Reported Index; EULAR, European Alliance 
of Associations for Rheumatology; ICC, intraclass correlation coefficient; MFI, Multidimensional Fatigue Inventory; PaGA, 
Patient Global Assessment; PCS, Physical Component Score; PhGA, Physician’s Global Assessment; ROC, receiver operating 
characteristic; SF- 36, 36- item Short- Form Survey.
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comparator during analyses. However, the ≤3 cut- off was 
deemed more conservative and an optimal balance of 
sensitivity and specificity.

Applying the revised RD to unblinded data confirmed 
that it not only reduced placebo rates but also increased 
the difference in the number of responders between 
placebo and treatment groups. This suggests that the 
revised RD is better able to distinguish true responders 
from patients with stable/worsened symptom severity. 
When each element of the composite was examined on 
its own, the ≥1.5 improvement from baseline threshold 
showed increased responders (including placebo 
response), while a final ESSPRI score of ≤3 has a similar 
outcome as the composite score. Thus, depending on the 
study, the endpoints could be used separately rather than 
as part of a composite approach. However, we consider 

the combined definition to be both clinically and psycho-
metrically valid while also reflecting a patient- relevant 
endpoint of a disease state that improves how a patient 
feels and functions. Having a more accurate sense of 
true placebo effects has implications for pharmaceutical 
companies when making decisions to move forward with 
products in early development, as well as for clinicians 
and patients who can use the information to make appro-
priate risk/benefit analyses when deciding on approved 
treatments.

It is expected that estimates may vary in other anal-
yses depending on patient populations and trial design. 
Further research may benefit from using additional 
anchors such as patient and clinician global impression 
of change items and a dry eye severity score (given that 
dry eyes are a hallmark symptom of Sjögren’s) to assess 

Table 3 ROC results for priority anchors in derivation of ‘low/minimal symptom severity’

Priority anchor Time point AUC
Optimal cut- off point 
threshold Sensitivity Specificity

Phase IIb analyses

  PaGA (stratification A) Week 24 0.74 4.3 0.60 0.74

  PaGA (stratification B) Week 24 0.83 3.0 0.67 0.88

Pooled analyses

  PhGA (stratification B) Week 24 0.69 3.3 0.54 0.80

  PaGA (stratification B) Week 24 0.82 3.7 0.90 0.67

AUC, area under the curve; PaGA, Patient Global Assessment; PhGA, Physician’s Global Assessment; ROC, receiver operating 
characteristic.

Figure 4 Comparison of ESSPRI original and revised responder definitions using unblinded trial data. ESSPRI, EULAR 
Sjögren's Syndrome Patient Reported Index; EULAR, European Alliance of Associations for Rheumatology; PBO, placebo.
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change and severity thresholds. However, it is reason-
able to speculate that the revised RD will be associated 
with a better balance between sensitivity and speci-
ficity in this patient- reported composite endpoint. Of 
note, composite endpoints that include both clinician 
and patient- reported outcomes, as well as clinical tests, 
have been able to reduce placebo response rates and 
discriminate between active treatment and placebo (see 
CRESS and STAR Studies) and are worth exploring 
further dependent on the trial design and measure-
ment strategy.47 48 However, when using these composite 
endpoints, patients can be considered ‘responders’ 
based on improvements in clinical tests alone. As such, 
the revised ESSPRI RD presented in this paper is a more 
patient- centric approach and is therefore of interest to 
regulators.31

LIMITATIONS
We acknowledge that the triangulation results support 
other potential values. However, selection of an RD 
of ≥1.5 improvement from baseline is an appropriate 
balance between the less stringent ≥1 threshold which 
has poor specificity, and the more stringent ≥2 threshold 
which clinical experts stated would likely not be feasible, 
leading to poor sensitivity. Ultimately, this balance 
reduces responder/non- responder misclassification and 
placebo rates.

All data analysed here were from trials with defined 
eligibility criteria; thus, results may not be fully generalis-
able to the wider population with Sjögren’s and estimates 
may be inflated due to trial inclusion criteria (ESSDAI 
≥6 at screening in all trials; ESSPRI ≥5 at screening in 
two of the four trials). However, there were no criteria 
relating to ESSPRI for two trials in the pooled dataset, 
which did lead to some patients having a baseline score of 
<5. Further, patients with an ESSPRI score ≥5 or ESSDAI 
score ≥6 at screening may have had a score of <5 or <6, 
respectively, by baseline. Similarly, subgroup analyses 
could not be conducted to determine whether the revised 
RD is applicable to different racial and ethnic groups due 
to small sample sizes across the subgroups. However, this 
work was exploratory in nature and will be confirmed in 
a larger sample during further validation work.

It should be acknowledged that previous thresholds 
were derived in studies with larger samples.29 However, 
as described above, further validation will be conducted 
in a larger sample. It is also acknowledged that some of 
the change group sizes in the pooled analyses were small 
due to fewer week 24 datapoints. Nevertheless, the results 
of the pooled data analyses are supportive of the phase 
IIb data analyses, which had a larger sample size. In both 
datasets, thresholds for meaningful worsening could 
not be explored due to low sample sizes for ‘worsened’ 
groups (n≤25; range n=1–25; median n=3 and 6), poten-
tially limiting specificity to some degree despite higher 
sample sizes in the stable group across the majority of 
anchors and trials.49–52 This is likely to be a recurring 

issue in clinical trials, and given the high placebo effect 
in Sjogren’s trials, it may be necessary to use longitudinal 
observational studies to examine thresholds for mean-
ingful ‘worsening’. However, data from the aforemen-
tioned interview study with individuals with Sjögren’s 
suggest that meaningful change thresholds are similar 
in both directions as most individuals thought a 1- point 
or 2- point worsening as well as improvement would be 
meaningful on ESSPRI.44

The similar set of anchors used, and analyses conducted 
in the phase IIb and pooled analyses may have introduced 
optimism or bias. However, the analyses performed in the 
two datasets were conducted by two independent psycho-
metricians who came to similar conclusions, and the 
further validation work could be used to eliminate this.

CONCLUSION
Completing a trial with an ESSPRI score of ≤3, with an 
improvement of ≥1.5 points compared with baseline, 
is a conservative, relevant and meaningful RD for clin-
ical trials. This revised RD ensures that patients achieve 
low/minimal symptom severity and exceed minimally 
important change by the end of the trial while reducing 
responder/non- responder misclassification and placebo 
rates. Ultimately, this revised RD should facilitate efforts to 
identify products that make a true difference to patients’ 
symptoms. Future work could use the revised RD to assess 
molecular, clinical and treatment differences.

Acknowledgements We wish to thank Mike Greenwood for his statistical advice. 
SB’s salary is part- funded by the NIHR Birmingham Biomedical Research Centre.

Contributors SW contributed to the design of the study (including the statistical 
analysis plan) and interpretation of the results, was a major contributor to writing 
and revising the manuscript, and provided final approval of the manuscript. 
LA- W contributed to the design of the study (including the statistical analysis 
plan), interpretation of the results and revising the manuscript, and provided final 
approval of the manuscript. EA contributed to data analysis and interpretation of 
the results, and provided final approval of the manuscript. PGr contributed to the 
design of the study, data analysis, interpretation of the results and revising the 
manuscript, and provided final approval of the manuscript. SB made a substantial 
contribution to the interpretation of the results and revising the manuscript 
to ensure important intellectual content, and provided final approval of the 
manuscript. WH contributed to the design of the study, data analysis, interpretation 
of the results and revising the manuscript, and provided final approval of the 
manuscript. BN contributed to the design of the study, interpretation of the results 
and revising the manuscript, and provided final approval of the manuscript. DK 
contributed to the design of the study, data analysis, interpretation of the results 
and revising the manuscript, and provided final approval of the manuscript. PGo 
supervised the research and contributed to the design of the study, interpretation of 
the results and revising the manuscript, provided final approval of the manuscript 
and is responsible for the overall content as guarantor.

Funding This study was funded by Novartis.

Competing interests Authors on this manuscript are either employees of 
or consultants to Novartis, a pharmaceutical company developing products 
for patients with Sjogren’s. SB has consulted in the field of Sjogren’s in the 
past 3 years for AbbVie, AstraZeneca, BMS, Galapagos, Novartis and Resolve 
Pharmaceuticals.

Patient consent for publication Not required.

Ethics approval Not applicable.

Provenance and peer review Not commissioned; externally peer reviewed.

Data availability statement All data relevant to the study are included in the 
article or uploaded as supplemental information.

 on A
pril 9, 2024 by guest. P

rotected by copyright.
http://rm

dopen.bm
j.com

/
R

M
D

 O
pen: first published as 10.1136/rm

dopen-2022-002721 on 17 M
arch 2023. D

ow
nloaded from

 

http://rmdopen.bmj.com/


10 Wratten S, et al. RMD Open 2023;9:e002721. doi:10.1136/rmdopen-2022-002721

RMD OpenRMD OpenRMD Open

Supplemental material This content has been supplied by the author(s). It has 
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been 
peer- reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

Open access This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY- NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non- commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the 
use is non- commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

REFERENCES
 1 Seror R, Ravaud P, Mariette X, et al. EULAR sjogren’s syndrome 

patient reported index (ESSPRI): development of a consensus 
patient index for primary sjogren’s syndrome. Ann Rheum Dis 
2011;70:968–72. 

 2 Koçer B, Tezcan ME, Batur HZ, et al. Cognition, depression, fatigue, 
and quality of life in primary sjögren’s syndrome: correlations. Brain 
Behav 2016;6:e00586. 

 3 Milic V, Grujic M, Barisic J, et al. Personality, depression and anxiety 
in primary sjogren’s syndrome - association with sociodemographic 
factors and comorbidity. PLoS One 2019;14:e0210466. 

 4 Shen C- C, Yang AC, Kuo B- T, et al. Risk of psychiatric disorders 
following primary sjögren syndrome: a nationwide population- based 
retrospective cohort study. J Rheumatol 2015;42:1203–8. 

 5 Abetz L, Rajagopalan K, Mertzanis P, et al. Development and 
validation of the impact of dry eye on everyday life (IDEEL) 
questionnaire, a patient- reported outcomes (PRO) measure for the 
assessment of the burden of dry eye on patients. Health Qual Life 
Outcomes 2011;9:111. 

 6 Alunno A, Bartoloni E, Valentini V, et al. Discrepancy between 
subjective symptoms, objective measures and disease activity 
indexes: the lesson of primary sjögren’s syndrome. Clin Exp 
Rheumatol 2018;36:S210–4.

 7 Begley CG, Chalmers RL, Abetz L, et al. The relationship between 
habitual patient- reported symptoms and clinical signs among 
patients with dry eye of varying severity. Invest Ophthalmol Vis Sci 
2003;44:4753–61. 

 8 Chalmers RL, Begley CG, Edrington T, et al. The agreement between 
self- assessment and clinician assessment of dry eye severity. 
Cornea 2005;24:804–10. 

 9 Segal B, Bowman SJ, Fox PC, et al. Primary Sjögren’s syndrome: 
health experiences and predictors of health quality among patients 
in the United States. Health Qual Life Outcomes 2009;7:46. 

 10 Hackett KL, Gotts ZM, Ellis J, et al. An investigation into the 
prevalence of sleep disturbances in primary Sjögren’s syndrome: 
a systematic review of the literature. Rheumatology (Oxford) 
2017;56:570–80. 

 11 Bowman SJ, Booth DA, Platts RG, et al. Measurement of fatigue and 
discomfort in primary Sjogren’s syndrome using a new questionnaire 
tool. Rheumatology (Oxford) 2004;43:758–64. 

 12 Lackner A, Ficjan A, Stradner MH, et al. It’s more than dryness 
and fatigue: the patient perspective on health- related quality of 
life in primary Sjögren’s syndrome- a qualitative study. PLoS One 
2017;12:e0172056. 

 13 Li L, Cui Y, Chen S, et al. AB0513 Fatigue in chinese patients 
with primary sjögren’s syndrome: a cross sectional study. Annual 
European Congress of Rheumatology, 14–17 June, 2017; BMJ 
Publishing Group Ltd, June 2017 

 14 Senchyna M, Wax MB. Quantitative assessment of tear production: 
a review of methods and utility in dry eye drug discovery. J Ocul Biol 
Dis Infor 2008;1:1–6. 

 15 Zhang Q, Wang X, Chen H, et al. Sjögren’s syndrome is associated 
with negatively variable impacts on domains of health- related quality 
of life: evidence from short form 36 questionnaire and a meta- 
analysis. Patient Prefer Adherence 2017;11:905–11. 

 16 van Nimwegen JF, Arends S, van Zuiden GS, et al. The impact 
of primary Sjögren’s syndrome on female sexual function. 
Rheumatology (Oxford) 2015;54:1286–93. 

 17 Bowman SJ. Patient- Reported outcomes including fatigue in primary 
Sjögren’s syndrome. Rheum Dis Clin North Am 2008;34:949–62, 

 18 Seror R, Theander E, Brun JG, et al. Validation of EULAR primary 
Sjögren’s syndrome disease activity (ESSDAI) and patient indexes 
(ESSPRI). Ann Rheum Dis 2015;74:859–66. 

 19 Pertovaara M, Korpela M. ESSPRI and other patient- reported indices 
in patients with primary Sjogren’s syndrome during 100 consecutive 
outpatient visits at one rheumatological clinic. Rheumatology 
(Oxford) 2014;53:927–31. 

 20 Cho HJ, Yoo JJ, Yun CY, et al. The EULAR Sjogren’s syndrome 
patient reported index as an independent determinant of health- 
related quality of life in primary Sjogren’s syndrome patients: in 
comparison with non- sjogren’s sicca patients. Rheumatology 
(Oxford) 2013;52:2208–17. 

 21 Cornec D, Devauchelle‐Pensec V, Mariette X, et al. Severe health‐
related quality of life impairment in active primary Sjögren’s 
syndrome and patient‐reported outcomes: data from a large 
therapeutic trial. Arthritis Care & Research 2017;69:528–35. 10.1002/
acr.22974 Available: https://onlinelibrary.wiley.com/toc/21514658/ 
69/4

 22 Radstake T, van derE, Moret F, et al. Clinical efficacy of leflunomide/
hydroxychloroquine combination therapy in patients with primary 
sjögren’s syndrome: results of a placebo- controlled double- blind 
randomized clinical trial. Arthritis & Rheumatology 2018;70:10.

 23 Tarn JR, Howard- Tripp N, Lendrem DW, et al. Symptom- Based 
stratification of patients with primary Sjögren’s syndrome: multi- 
dimensional characterisation of international observational 
cohorts and reanalyses of randomised clinical trials. The Lancet 
Rheumatology 2019;1:e85–94. 

 24 Del Papa N, Vitali C. Management of primary Sjögren’s syndrome: 
recent developments and new classification criteria. Ther Adv 
Musculoskelet Dis 2018;10:39–54. 

 25 Meiners PM, Arends S, Brouwer E, et al. Responsiveness of 
disease activity indices ESSPRI and ESSDAI in patients with 
primary Sjögren’s syndrome treated with rituximab. Ann Rheum Dis 
2012;71:1297–302. 

 26 Roon J van, Heijden E van der, Blokland S, et al. THU0238 CLINICAL 
efficacy of leflunomide/hydroxychloroquine combination therapy 
in primary sjogren’S syndrome is predicted by serum proteome 
biomarkers – results from repurpss- i. Annual European Congress 
OF Rheumatology, EULAR 2019, Madrid, 12–15 June 2019; BMJ 
Publishing Group Ltd, June 2019 

 27 Gottenberg J- E, Ravaud P, Puéchal X, et al. Effects of 
hydroxychloroquine on symptomatic improvement in primary 
Sjögren syndrome: the JOQUER randomized clinical trial. JAMA 
2014;312:249–58. 

 28 Mariette X, Ravaud P, Steinfeld S, et al. Inefficacy of infliximab in 
primary Sjögren’s syndrome: results of the randomized, controlled 
trial of remicade in primary Sjögren’s syndrome (TRIPSS). Arthritis 
Rheum 2004;50:1270–6. 

 29 Seror R, Bootsma H, Saraux A, et al. Defining disease activity 
states and clinically meaningful improvement in primary Sjögren’s 
syndrome with EULAR primary Sjögren’s syndrome disease activity 
(ESSDAI) and patient- reported indexes (ESSPRI). Ann Rheum Dis 
2016;75:382–9. 

 30 de Wolff L, Vissink A, van Nimwegen JF, et al. Patient acceptable 
symptom state (pass) in patients with primary sjögren’s syndrome in 
daily clinical practice. Clin Exp Rheumatol 2022;40:2303–9. 

 31 The US Food and Drug Administration. Patient- focused drug 
development guidance public workshop: incorporating clinical 
outcome assessments into endpoints for regulatory decision- making. 
2019.

 32 Bowman SJ, Fox R, Dörner T, et al. Safety and efficacy of 
subcutaneous ianalumab (VAY736) in patients with primary sjögren’s 
syndrome: a randomised, double- blind, placebo- controlled, phase 
2B dose- finding trial. Lancet 2022;399:161–71. 

 33 Vitali C, Bombardieri S, Jonsson R, et al. European study group on 
classification criteria for sjögren’s syndrome. In: Classification criteria 
for Sjögren’s syndrome: a revised version of the European criteria 
proposed by the American- European Consensus Group. 2002. 

 34 Revicki D, Hays RD, Cella D, et al. Recommended methods for 
determining responsiveness and minimally important differences for 
patient- reported outcomes. J Clin Epidemiol 2008;61:102–9. 

 35 Farrar JT, Young JP Jr, LaMoreaux L, et al. Clinical importance 
of changes in chronic pain intensity measured on an 11- point 
numerical pain rating scale. Pain 2001;94:149–58. 

 36 Katz NP, Paillard FC, Ekman E. Determining the clinical importance 
of treatment benefits for interventions for painful orthopedic 
conditions. J Orthop Surg Res 2015;10:24. 

 37 Wells GA, Boers M, Shea B, et al. Minimal disease activity for 
rheumatoid arthritis: a preliminary definition. 2005;32:2016–24.

 38 Norman GR, Sloan JA, Wyrwich KW. The truly remarkable 
universality of half a standard deviation: confirmation through 

 on A
pril 9, 2024 by guest. P

rotected by copyright.
http://rm

dopen.bm
j.com

/
R

M
D

 O
pen: first published as 10.1136/rm

dopen-2022-002721 on 17 M
arch 2023. D

ow
nloaded from

 

http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1136/ard.2010.143743
http://dx.doi.org/10.1002/brb3.586
http://dx.doi.org/10.1002/brb3.586
http://dx.doi.org/10.1371/journal.pone.0210466
http://dx.doi.org/10.3899/jrheum.141361
http://dx.doi.org/10.1186/1477-7525-9-111
http://dx.doi.org/10.1186/1477-7525-9-111
http://dx.doi.org/10.1167/iovs.03-0270
http://dx.doi.org/10.1097/01.ico.0000154410.99691.3c
http://dx.doi.org/10.1186/1477-7525-7-46
http://dx.doi.org/10.1093/rheumatology/kew443
http://dx.doi.org/10.1093/rheumatology/keh170
http://dx.doi.org/10.1371/journal.pone.0172056
http://dx.doi.org/10.1007/s12177-008-9006-2
http://dx.doi.org/10.1007/s12177-008-9006-2
http://dx.doi.org/10.2147/PPA.S132751
http://dx.doi.org/10.1093/rheumatology/keu522
http://dx.doi.org/10.1016/j.rdc.2008.08.010
http://dx.doi.org/10.1136/annrheumdis-2013-204615
http://dx.doi.org/10.1093/rheumatology/ket476
http://dx.doi.org/10.1093/rheumatology/ket476
http://dx.doi.org/10.1093/rheumatology/ket270
http://dx.doi.org/10.1093/rheumatology/ket270
http://dx.doi.org/10.1002/acr.22974
https://onlinelibrary.wiley.com/toc/21514658/69/4
https://onlinelibrary.wiley.com/toc/21514658/69/4
http://dx.doi.org/10.1016/S2665-9913(19)30042-6
http://dx.doi.org/10.1016/S2665-9913(19)30042-6
http://dx.doi.org/10.1177/1759720X17746319
http://dx.doi.org/10.1177/1759720X17746319
http://dx.doi.org/10.1136/annrheumdis-2011-200460
http://dx.doi.org/10.1001/jama.2014.7682
http://dx.doi.org/10.1002/art.20146
http://dx.doi.org/10.1002/art.20146
http://dx.doi.org/10.1136/annrheumdis-2014-206008
http://dx.doi.org/10.55563/clinexprheumatol/mnqiy9
http://dx.doi.org/10.1016/S0140-6736(21)02251-0
http://dx.doi.org/10.1136/ard.61.6.554
http://dx.doi.org/10.1136/ard.61.6.554
http://dx.doi.org/10.1136/ard.61.6.554
http://dx.doi.org/10.1016/j.jclinepi.2007.03.012
http://dx.doi.org/10.1016/S0304-3959(01)00349-9
http://dx.doi.org/10.1186/s13018-014-0144-x
http://rmdopen.bmj.com/


11Wratten S, et al. RMD Open 2023;9:e002721. doi:10.1136/rmdopen-2022-002721

Sjögren syndromeSjögren syndromeSjögren syndrome

another look. Expert Rev Pharmacoecon Outcomes Res 
2004;4:581–5. 

 39 YOUDEN WJ. Index for rating diagnostic tests. Cancer 1950;3:32–5. 
 40 Froud R, Abel G. Using ROC curves to choose minimally 

important change thresholds when sensitivity and specificity are 
valued equally: the forgotten lesson of pythagoras. theoretical 
considerations and an example application of change in health 
status. PLOS ONE 2014;9:e114468. 

 41 Mandrekar JN. Receiver operating characteristic curve in diagnostic 
test assessment. J Thorac Oncol 2010;5:1315–6. 

 42 The US Food and Drug Administration. Guidance for industry: 
patient- reported outcome measures: use in medical product 
development to support labeling claims. 2009.

 43 Trigg A, Griffiths P. Triangulation of multiple meaningful change 
thresholds for patient- reported outcome scores. Qual Life Res 
2021;30:2755–64. 

 44 Cooper C, Wratten S, Williams- Hall R, et al. Qualitative research with 
patients and physicians to assess content validity and meaningful 
change on ESSDAI and ESSPRI in Sjögren’s. Rheumatol Ther 
2022;9:1499–515. 

 45 Ramos- Casals M, Tzioufas AG, Font J. Primary Sjögren’s 
syndrome: new clinical and therapeutic concepts. Ann Rheum Dis 
2005;64:347–54. 

 46 The US Food and Drug Administration. Patient- focused drug 
development guidance: methods to identify what is important to 
patients, guidance for industry, food and drug administration staff, 

and other stakeholders. Draft guidance; 2019. Available: www.fda. 
gov/media/131230/download

 47 Arends S, de Wolff L, van Nimwegen JF, et al. Composite of relevant 
endpoints for Sjögren’s syndrome (cress): development and 
validation of a novel outcome measure. The Lancet Rheumatology 
2021;3:e553–62. 

 48 Seror R, Baron G, Camus M, et al. Development and preliminary 
validation of the Sjögren’s tool for assessing response (StAR): 
a consensual composite score for assessing treatment effect in 
primary Sjögren’s syndrome. Ann Rheum Dis 2022;81:979–89. 

 49 Coon CD, Cappelleri JC. Interpreting change in scores on patient- 
reported outcome instruments. Ther Innov Regul Sci 2016;50:22–9. 

 50 Cappelleri JC, Zou KH, Bushmakin AG, et al. Patient- reported 
outcomes: measurement, implementation and interpretation. Crc 
Press, 2013. 

 51 Wyrwich KW, Tierney WM, Wolinsky FD. Further evidence 
supporting an SEM- based criterion for identifying meaningful intra- 
individual changes in health- related quality of life. J Clin Epidemiol 
1999;52:861–73. 

 52 Shields A, Coon C, Hao Y, et al. Patient- Reported outcomes for us 
oncology labeling: review and discussion of score interpretation 
and analysis methods. Expert Rev Pharmacoecon Outcomes Res 
2015;15:951–9. 

 53 Brunelli C, Zecca E, Martini C, et al. Comparison of numerical and 
verbal rating scales to measure pain exacerbations in patients with 
chronic cancer pain. Health Qual Life Outcomes 2010;8:42. 

 on A
pril 9, 2024 by guest. P

rotected by copyright.
http://rm

dopen.bm
j.com

/
R

M
D

 O
pen: first published as 10.1136/rm

dopen-2022-002721 on 17 M
arch 2023. D

ow
nloaded from

 

http://dx.doi.org/10.1586/14737167.4.5.581
http://dx.doi.org/10.1002/1097-0142(1950)3:1<32::aid-cncr2820030106>3.0.co;2-3
http://dx.doi.org/10.1371/journal.pone.0114468
http://dx.doi.org/10.1097/JTO.0b013e3181ec173d
http://dx.doi.org/10.1007/s11136-021-02957-4
http://dx.doi.org/10.1007/s40744-022-00487-0
http://dx.doi.org/10.1136/ard.2004.025676
https://www.fda.gov/media/131230/download
https://www.fda.gov/media/131230/download
http://dx.doi.org/10.1016/S2665-9913(21)00122-3
http://dx.doi.org/10.1136/annrheumdis-2021-222054
http://dx.doi.org/10.1177/2168479015622667
http://dx.doi.org/10.1201/b16139
http://dx.doi.org/10.1201/b16139
http://dx.doi.org/10.1016/s0895-4356(99)00071-2
http://dx.doi.org/10.1586/14737167.2015.1115348
http://dx.doi.org/10.1186/1477-7525-8-42
http://rmdopen.bmj.com/

	Development and testing of an alternative responder definition for EULAR Sjögren’s Syndrome Patient Reported Index (ESSPRI)
	Abstract
	Introduction
	Methods
	Sample
	Measures
	Statistical analysis
	Step 1: anchor-based approaches to exploring meaningful change thresholds
	Assessing potential anchors
	Within-group mean change
	Within-individual change

	Step 2: distribution-based methods to explore meaningful change thresholds
	Step 3: triangulation of anchor and distribution-based methods to derive meaningful change thresholds
	Step 4: approaches to explore symptom severity thresholds

	Comparison of ESSPRI original and revised RDs using unblinded trial data
	Patient and public involvement

	Results
	Patient characteristics
	Derivation of a revised RD using phase IIb data and confirmation of revised RD using pooled data
	Step 1: anchor-based approaches to exploring meaningful change thresholds
	Assessing potential anchors
	Within-group mean change
	Within-individual change

	Step 2: distribution-based methods
	Step 3: triangulation
	Step 4: approaches to explore symptom severity thresholds

	Comparison of ESSPRI original and revised RDs using unblinded trial data

	Discussion
	Limitations
	Conclusion
	References


