








Figure 1. The OMERACT Filter 2.0 Instrument Selection Algorithm (OFISA) and red-amber-green checklist.
Adapted with permission from the OMERACT Handbook. OMERACT: Outcome Measures in Rheumatology;
R: red; A: amber; G: green.

Figure 3. OMERACT endorsement of PRO in
AAV. (A) PROMIS instruments for fatigue,
physical functioning, and pain interference for
AAV voting results. (B) The disease-specific
AAV-PRO voting results. OMERACT endorse-
ment set at > 70% of votes (sum of Green or
Amber). Green (OK): Yes, I agree; Amber (OK):
I am okay with this, but have some reservations,
more work needed in this area; Red (Not OK): 1
disagree; Grey: Insufficient evidence or infor-
mation. OMERACT: Outcome Measures in
Rheumatology; PRO: patient-reported outcomes;
ANCA: antineutrophil cytoplasmic antibody;
AAV: ANCA-associated vasculitis; PROMIS:
Patient-Reported ~ Outcomes  Measurement
Information System; AAV-PRO: PRO measure
for AAV.
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Chapter No Information
Checklist # |Section |OMERACT Checklist item Available or Not Amber Flag |Green Flag

Paragraph Applicable
Assembly of working group and work plan

1 3.B.1 Forming an OMERACT Working Group X
2 3.B.2 Stakeholder groups and their contacts identified X
3 3.B.3 Thorough review of domain and instruments previously used X
4 3.B4 Implementation of Delphi and or Focus Groups X

(see "Draft Guidelines for using Consensus Group Methods")

Core Domain Set selection - ANCA Vasculitis Core Set endorsed by OMERACT

Merkel, et, al., Journal of Rheumatology. 2011).

5 3.C.1.1 _ |Definition of context: setting (scope) X
6 3.C.2.1 |Deciding on the inclusion of Resource Use

(Core Set endorsed prior to adoption of Filter 2.0)
7 3.C.3.1 |Literature review of domains (and instruments), part 1: what has X
8 3.C4.1 |ldentification or definition of other domains of interest X
9 3.C.5.1 |Formulation of draft Core Domains - at least 1 per Core Area X
10 3.C.6.1 Formulation of core contextual factors (endorsed pre Filter 2.0)
11 3.C71 Formulation of core adverse events, if any X
12 3.C.8.1 |OMERACT consensus on Core Domain Set and timeline for X

update cycle

Instrument selection for Core Outcome Measurement Sets - Eyeball test for PROMIS instruments
13 4.A.0.2 |Protocol for literature review of instruments

(not applicable as this is a new instrument)

Apply the OMERACT OFISA review for PROMIS instruments
14 4B.1 Good match with the target domain? Conceptual alignment with
Domain, face validity, content validity (OMERACT Filter: Truth)

15 4.B.2 Feasible to use?: The patient burden and cost of use

x| X

4B.3 Measurement properties — scan of the literature for PROMIS instruments

16 4B.3.1 Do the numeric scores make sense? Assessing construct validity X
(OMERACT Filter: Truth)

17 4B4.1 Discrimination between groups OK? X
A: Stability in situations of no change (test-retest Reliability)

18 4B.5.1 Discrimination between groups OK? X
B: Detecting change in situations of change (longitudinal construct
validity or responsiveness)

19 4.B.6.1 |Discrimination between groups OK? X
C: Sensitivity to change in the context of an RCT

20 4B.71 Thresholds of meaning for individuals defined? X
Minimum important difference, patient acceptable state

21 4.C Synthesis of the eyeball scan X

Instrument selection for Core Outcome Measurement Sets - Eyeball test for AAV-PRO measure
13 4.A0.2 |Protocol for literature review of instruments

(not applicable as this is a new instrument)

Apply the OMERACT OFISA review for AAV-PRO instrument
14 4B.1 Good match with the target domain? Conceptual alignment with
Domain, face validity, content validity (OMERACT Filter: Truth)

15 4B.2 Feasible to use?: The patient burden and cost of use

4B.3 Measurement properties — scan of the literature for AAV-PRO measure

x| X

16 4B.3.1 Do the numeric scores make sense? Assessing construct validity X
(OMERACT Filter: Truth)

17 4B41 Discrimination between groups OK? X
A: Stability in situations of no change (test-retest Reliability)

18 4B.5.1 |Discrimination between groups OK? X
B: Detecting change in situations of change
(longitudinal construct validity or responsiveness)

19 4B.6.1 Discrimination between groups OK? X
C: Sensitivity to change in the context of an RCT

20 4B.71 Thresholds of meaning for individuals defined? X
Minimum important difference, patient acceptable state.

24 4.C Synthesis of the eyeball scan of the literature X

Figure 2. Full evaluation of Core Outcome Measurement Sets is to be completed (5.D.1-12; The OMERACT Handbook:
www.omeract.org/pdf/fOMERACT_Handbook .pdf). OMERACT master checklist for developing Core Outcome Measurement Sets. OMERACT:
Outcome Measures in Rheumatology; ANCA: antineutrophil cytoplasmic antibody; PROMIS: Patient-Reported Outcomes Measurement Information
System; OFISA: OMERACT Filter 2.0 Instrument Selection Algorithm; RCT: randomized controlled trial; AAV-PRO: patient-reported outcome
measure for ANCA-associated vasculitis.

and 2 of the OFISA eyeball test questions at the Green level among patients with AAV to inform item reduction (yielding
(Figure 3). the final 29-item questionnaire) and to assess scale and

The initially developed long-form (35 candidate item) measurement properties. This exercise included a test-retest
AAV-PRO questionnaire has undergone large-scale testing exercise and 3-month followup survey with transition
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questions. These data were presented at OMERACT and
delegates voted to endorse step 3 of the OFISA eyeball test
questions at the Green level, and steps 4 and 5 at the Amber
level (Figure 3). At the final plenary, OMERACT delegates
voted to endorse the AAV-PRO at the eyeball level (89%
agreement to endorse; prespecified OMERACT endorsement
level was = 70% of votes; Figure 3).

Feedback from 2 breakout groups recommended that the
AAV-PRO should be tested next in a cohort of patients likely
to exhibit greater change in their disease state over a longer
time period to better define thresholds of change that are
meaningful to patients. To gain further insights into its
construct validity, the AAV-PRO should also be tested against
other instruments, such as clinician-derived measures of
disease activity and other symptom-specific and generic
PRO. Another area of discussion was the scoring of the
AAV-PRO. The AAV-PRO is a multidimensional instrument
with each separate domain having good internal consistency
and consistent with the polytomous Rasch model'$.
Therefore, each domain can be scored separately. However,
clinicians may be keen to create a more pragmatic scoring
method for the AAV-PRO. Opinions varied within the
breakout groups, but there was consensus that at present all
domain scores should be recorded separately; future work
could examine use of combining domains into 1 or more
summary scores, or identify and concentrate on specific
domains of interest within individual trials. An example of
where the treatment-related adverse effects domain would be
of particular interest could be an RCT of a glucocorti-
coid-sparing agent.

ICF in AAV

The ICF was endorsed as a health status framework and a
classification system for standardized description of an
individual’s health and disability by the World Health
Organization'?. Since then it has found many applications,
including endorsement by the OMERACT of ICF as a tool
to identify and describe domains relevant to outcome
measurement for a specific medical condition".

The OMERACT Vasculitis Working group is analyzing
the ICEF, first as a tool to refine the list of domains included
in the current OMERACT core set for AAV by identifying
domains (described using the ICF “categories™) of impor-
tance to specific stakeholder groups, as recommended by the
OMERACT Filter 2.0 framework??. Completed steps of this
process include (1) identifying ICF categories (each repre-
senting a domain) sampled by instruments used in clinical
trials of AAV?!, (2) identifying domains most relevant to
patients through individual interviews (in collaboration with
AAV-PRO project described above) followed by a prioriti-
zation exercise, and (3) identifying domains prioritized by
clinicians with expertise in vasculitis?2. Second, the ICF
could be used to identify potential contextual factors, which
might modify outcome assessment.

One of the breakout sessions of the workshop focused on
discussing the results and implications of the ICF-related
studies described above and the future directions of this
research. The ultimate goal of this initiative is to develop ICF
core sets for AAV, a selection of ICF categories (corre-
sponding to OMERACT domains in Filter 2.0%) relevant to
the study of AAVZ3. The ICF core sets for AAV would
complement and refine the existing OMERACT core set of
domains for AAV!2,

Summary

The generic PROMIS instruments (for fatigue, physical
functioning, and pain interference) and the AAV-PRO
(disease-specific PRO for AAV) have been carefully assessed
by OMERACT delegates, including patient partners, method-
ologists, clinician researchers, representatives of the pharma-
ceutical industry, and regulatory advisers, and have been
endorsed at the OFISA eyeball test level. Future work for
both projects will complete the final validation steps required
per the OMERACT process, including additional longitudinal
analysis in cohorts of patients exhibiting greater change in
disease state over longer time periods to calculate minimal
clinically important differences with greater accuracy.
Additional comparisons with other outcome measures will
more comprehensively examine different aspects of construct
validity of these instruments for use in vasculitis. The ICF
project will now compile the results of the 3 completed
studies and develop the ICF Core Sets for AAV. The ICF Core
Sets will complement and help refine the existing core set of
outcome domains for AAV. These 3 projects are comple-
mentary and have benefited from a common Steering
Committee that includes patient partners, and critical review
through the OMERACT process. Each project will continue
to be supported and advanced by the OMERACT Vasculitis
Working Group.
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