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Redefining cutaneous lupus
erythematosus: a proposed international
consensus approach and results

of a preliminary questionnaire

J F Merola,” F Nyberg,? F Furukawa,® M J Goodfield,* M Hasegawa,® B Marinovic,®

J Szepietowski,” J Dutz,® V P Werth®1°

ABSTRACT

There is currently no uniform definition of cutaneous
lupus erythematosus (CLE) upon which to base a
study population for observational and interventional
trials. A preliminary questionnaire was derived from
and sent to a panel of CLE experts which demonstrated
consensus agreement that (1) there is a need for new
definitions for CLE (2) CLE is distinct from systemic
lupus erythematosus and that a CLE grouping scheme
should remain apart from current systemic lupus
erythematosus schema (3) current CLE grouping
schemes are inadequate around communication,
prognostic information and to meet the needs of
researchers, clinicians, patients and payers.

BACKGROUND/INTRODUCTION
Cutaneous lupus erythematosus (CLE)
remains an ill-defined set of disorders, often
grouped together based on common clinical
features, histopathological findings, labora-
tory abnormalities, association with under-
lying systemic lupus erythematosus (SLE) or
combinations thereof. In 1981, Dr James
Gilliam and Dr Richard Sontheimer pro-
posed a grouping ‘classification’ schema to
deal with the heterogeneity inherent to this
set of disorders." Since that time, a variety of
other grouping schemes have been proposed
with variable uptake by the medical and sci-
entific communities invested in CLE. There
is currently no uniform definition of CLE
upon which to base a study population for
observational and interventional trials. This
has led to inconsistency among studies in the
field. In addition, the current grouping
systems are heterogeneous, inconsistent, and
none have been formally adopted by the
‘expert’ community of investigators and clini-
cians committed to these disorders.

At the 3rd International Meeting on
Cutaneous Lupus Erythematosus (ICCLE)
held May 2013 in Edinburgh, Scotland, a

scientific meeting was called at which
nominal groups of international CLE experts
were formed around stating the need for
change and to generate item lists that charac-
terise CLE. Facilitated, open-ended concept-
mapping and brain-storming sessions were
used to generate these item lists. The
expressed goal was to agree upon an
approach to consensus around (1) uniform
definition(s); (2) grouping schemes; and (3)
clarifying an understanding of the complex
relationship between cutaneous and systemic
disease involvement. Based on the input
from the ICCLE meeting key stakeholder
groups were defined, lists of CLE-defining
characteristics were generated and the use of
a Delphi consensus method was agreed
upon.

The Delphi technique is a method of
consensus-building using a series of iterative
questionnaires to collect data from a panel of
selected experts/stakeholders in a given area
of interest. The iterative nature of the
process, together with controlled anonymous
feedback at each questionnaire stage, subject
anonymity and a predefined stop criterion,
allow convergence towards a consensus
‘answer’.? * There are many examples of rele-
vant Delphi exercises in this area of the field,
including a Delphi consensus process
around the development of classification cri-
teria for systemic sclerosis using experts in
this disease state.*

In follow-up to the ICCLE meeting, a
‘pre-Delphi’ questionnaire was put forth to a
relevant stakeholder group including paedi-
atric and adult dermatologists, rheumatolo-
gists and dermatopathologists. The goal of
this questionnaire was to further build a data-
base of international participant stakeholders
and more broadly query the relevant partici-
pant pool regarding the need for uniform
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definitions, revision of grouping schema and defining
the CLE/SLE relationship as an expert community.

METHODS

Figure 1 describes a process overview beginning with the
ICCLE meeting. Invitations to complete the 12-question
survey were sent to 81 expert participants. The 12 ques-
tions presented were those outlined and agreed upon by
the concept-mapping process by the participants at the
ICCLE meeting. Survey results were collected anonym-
ously over a 3 month period. Descriptive statistics were
used to evaluate responses: the median score is reported
as the preferred measure in a Delphi process
(a measure of central tendency that is minimally dis-
torted by outliers). Survey responses were graded on a
continuous scale from 0 to 100 (O=complete disagree-
ment with the proposed statement, 50=neutral response,
100=complete agreement with the proposed statement).
A median response of 70 or greater was predefined as
‘consensus agreement’, a median response of 30 or
lower was predefined as ‘consensus disagreement’,
median scores between 30 and 70 were predefined as
‘no consensus’ among participants.

The survey questionnaire was designed and implemen-
ted using RedCAP software.”

RESULTS

The survey response rate was (n=60/81) 74% with a
group comprised predominantly of dermatologists
(n=58, 96.7%); rheumatologists (n=5, 8.3%), dermato-
pathologists (2, 3.3%). Paediatric subspecialists were
lacking in the initial survey. Survey participants self-
reported their geographic location to be: North America
(n=39, 65%), Europe (n=15, 25%), Asia (4, 6.7%),
South America (n=1, 1.7%), Africa (n=1, 1.7%). The
Middle East and Australia were not represented in the
initial survey.

Table 1 demonstrates the median and per cent of
respondents by agreement for each of the 12 questions
posed. Based on prespecified consensus criteria as
noted above, there is consensus agreement on two-thirds
of the survey items: questions 1, 3-6, 8, 9 and 12.
Complete agreement is highest for question 1 (46.7%),
question 6 (45.8%) and question 4 (45.0%). Consensus
disagreement was found to questions 2 and 7, though
variability is high for both (IQR of 67.0 and 49,

3rd International Conference on Cutaneous Lupus Erythematosus

Presentation of Delphi Concept
Presentation of the current breadth of CLE definitions, CLE grouping schemes
Discussion and voting on key stakeholder groups to take part in nominal group exercises and Delphi

Nominal group break-out sessions:

Concept mapping, Generating an item pool

3 facilitated groups of 12 experts each (n=36), representing N America, S America, Europe, Asia, Africa
- Charged with developing ‘item lists’ for use in future delphi consensus processes
- Charged with developing the question items related to: “shortcomings, need areas and gaps” in current usage and understanding of ‘CLE" as a disease state, and as CLE relates to SLE
-Discussing the need for uniform definitions, changes to grouping systems
- Generate a list of CLE subtypes, criteria by which to define subtypes, categorization / grouping schema suggestions

Pre-Delphi Questionnaire

Based on the key questions formed by the nominal groups, three patterns of questions and question stems were generated around :

(1) the need for new uniform definitions of CLE (2) the need to better clarify / define the relationship between CLE and SLE (3) the need to re

current di grouping schema

Electronic questionnaire was sent to relevant stakeholders (n=80) with a 74% response rate (n=60)

Figure 1

Summary flow diagram leading to pre-Delphi exercise.
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Table 1 Median and per cent of respondents by agreement
% Neither
% Completely agree nor
Median agree % Agree disagree % Disagree % Completely
(IQR) (100%) (70-99) (31-69) (1-30) disagree (0)
n (%)
1. Defining CLE as distinct from SLE  98.0 (15.5) 28 (46.7) 23 (38.3) 5(8.3) 4 (6.7) 0 (0.0)
is important.
2. CLE is SLE involving the skinin all 15.0 (67.0) 5 (8.6) 9(15.5) 5(8.6) 26 (44.8) 13 (22.4)
cases of CLE.
3. Patients without serious end organ  89.0 (24.5) 11 (19.6) 35 (62.5) 5 (8.9) 3 (5.4) 2 (3.6)
involvement, but who meet SLE
criteria, should be part of a CLE
grouping scheme.
4. Classification schemes of CLE are  99.0 (11.5) 27 (45.0) 28 (46.7) 4 (6.7) 1(1.7) 0 (0.0
important for communication with
patients and between physicians.
5. Grouping schemes of CLE are 95.0 (25.0) 22 (36.7) 29 (48.3) 6 (10.0) 3 (5.0) 0 (0.0)
important to convey prognosis to
patients.
6. A single international classification  98.0 (20.0) 27 (45.8) 27 (45.8) 5 (8.5) 0 (0.0 0 (0.0
scheme is needed to enable
communication with patients and
physicians.
7. The current cutaneous lupus 30.0 (49.0) 3(5.4) 10 (17.9) 14 (25.0) 22 (39.3) 7 (12.5)
grouping systems are adequate to
meet the needs of researchers,
clinicians, patients and payers.
8. Regarding communication: there 83.0 (26.0) 12 (20.3) 35 (59.3) 6(10.2) 6 (10.2) 0 (0.0)
exists confusion when discussing
these disorders with patients.
9. Regarding communication: there 86.5 (22.0) 16 (26.7) 39 (65.0) 3 (5.0) 2 (3.3) 0 (0.0)
exists confusion when discussing
these disorders with physicians.
10. Current grouping schemes are 53.0 (49.0) 0 (0.0) 21(36.8) 16 (28.1) 18 (31.6) 2 (3.5)
adequate to inform about risks
during pregnancy.
11. The current grouping schemes (at 45.0 (46.0) 2 (3.6) 12 (21.8) 20 (36.4) 19 (34.5) 2 (3.6)
present) are adequate for
informing treatment decisions.
12. Cutaneous lupus is ill-defined and  85.0 (34.0) 19 (32.2) 25 (42.4) 11 (18.6) 3 (5.1) 1(1.7)

needs to be formally defined by
expert consensus.

CLE, cutaneous lupus erythematosus; SLE, systemic lupus erythematosus.

respectively). Of the respondents 22.4% completely dis-
agree with question 2. No consensus was found to ques-
tions 10 and 11. Details of the data distribution of each
question are found in the histogram distribution of scores
(figure 2).

DISCUSSION AND FUTURE DIRECTIONS

Interpretation of the survey results presented above may
be best described in three thematic groups: (1) the
need for new definitions of CLE (questions 8, 9, 12) (2)
the need to better clarify/define the relationship
between CLE and SLE (1, 2, 3) (3) the need to re-evaluate
current disparate grouping schema (4-7, 10, 11). There

was consensus among this group of questions, indicating
that the expert panel of participants agreed that there is a
need for new definitions for CLE as current definitions
impede communication between physician colleagues and
in physician-patient interactions. With regards to the
CLE-SLE relationship, there was consensus agreement
that CLE is distinct from SLE and that a CLE grouping
scheme should remain apart from current SLE schema
which otherwise include mucocutaneous disease items.
Finally, with regards to the current grouping schema,
there was consensus that the current schemes are inad-
equale around communication, prognostic information
and to meet the needs of researchers, clinicians, patients
and payers. However among this question pool, there
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Figure 2 Histograms of question
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was no consensus agreement that the current grouping
schemes affected treatment decisions or failed to inform
about risks during pregnancy. The pre-Delphi exercise
was largely about establishing (1) where confusion and
gaps exist around CLE terminology (2) prioritising the
group’s efforts with regards to where we will focus our
resources moving forward with the Delphi process. We
hope that this article will encourage other relevant stake-
holders in the CLE Delphi process to come forward and
take part in helping to improve the inconsistencies in
the field. Each of the general themes build upon one
another and because the pre-Delphi exercise has
demonstrated consensus that even definitions are
lacking, we will begin with a stepwise approach (A)
definitions (B) grouping schemes/ classification cri-
teria’ (C) ‘diagnostic criteria’. Building on these
results, the steering committee has moved to proceed
with a formal Delphi consensus process with an initial
Jfocus on ‘defining CLE’, which should be a good platform
for the subsequent processes to achieve an inter-
national classification scheme. In the vasculitis litera-
ture, analogous processes have been used successfully
to first define, then build classification and diagnostic
criteria.’ These same processes may later expand to
include diagnostic, classification criteria as well as out-
comes measures (distinct from SLE diagnostic and clas-
sification systems), such as those modelled by the
OMERACT group for developing outcome measures in
rheumatoid arthritis.

Author affiliations

"Division of Rheumatology, Departments of Dermatology and Medicine,
Brigham and Women’s Hospital, Harvard Medical School, Boston,
Massachusetts, USA

2|nstitution for Clinical Sciences, Karolinska Institutet at Danderyd Hospital,
Stockholm, Sweden

3Department of Dermatology, Wakayama Medical University, Wakayama,
Japan

“Department of Dermatology, Leeds General Infirmary, Leeds, UK

Score

SDepartment of Dermatology, Faculty of Medical Sciences, School of
Medicine, University of Fukui, Fukui, Japan

SUniversity Department of Dermatology and Venereology, Zagreb University
Hospital Center and School of Medicine, Zagreb, Croatia

"Department of Dermatology, Venereology and Allergology, University of
Medicine, Wroctaw, Poland

8Department of Dermatology and Skin Science, University of British Columbia,
Vancouver, British Columbia, Canada

9Philadelphia Department of Veterans Affairs Medical Center, University of
Pennsylvania, Philadelphia, Pennsylvania, USA

"ODepartment of Dermatology, University of Pennsylvania, Philadelphia,
Pennsylvania, USA

Contributors JFM and VPW had full access to all of the data in the study and
take responsibility for the integrity of the data and the accuracy of the data
analysis. JFM, VPW and JD: study concept and design. JFEM and VPW:
acquisition of data. JFM and VPW: analysis and interpretation of data. JFM,
FN, FF, MJG, MH, BM, JS, JD and VPW: drafting of the manuscript. JFM, FN,
FF, MJG, MH, BM, JS, JD and VPW: critical revision of the manuscript for
important intellectual content. JFM: statistical analysis. VPW: obtained
funding. VPW and JD: study supervision. Cara Joyce: administrative, technical
or material support.

Funding Cara Joyce, Tulane University (New Orleans LA), provided
biostatistical support. This work was supported by the Department of
Veterans Affairs (Veterans Health Administration, Office of Research and
Development, Biomedical Laboratory Research and Development to VPW)
as well as Departmental Funds from the BWH Department of
Dermatology. JFM is a consultant for Biogen IDEC, Amgen, Abbvie, Eli
Lilly, and licensed a questionnaire to Abbvie. He has received grant from
Biogen IDEC. JS is a consultant for AbbVie, Biogenetica International
Laboratories, Leo Pharma, Merck-Serono, Novartis, Pierre-Fabre, Sandoz,
Toray Corporation and is a speaker for AbbVie, Astellas, Actavis, Adamed,
Berlin-Chemie Mennarini, Bioderma, Fresenius, Janssen-Cilag, Leo
Pharma, Takeda and Vichy. JD is a consultant and speaker for
Janssen-0Ortho, Abbvie, Amgen, Leo Pharma, Celgene, Roche and
Novartis and has received grants from Abbie and Celgene. MJG is a
consultant for Abbvie, Janssen, Novartis and Celgene, and is a speaker
for Abbvie, Janssen and Leo. He has received funding from Janssen,
Pfizer, Novartis, Leo and Abbvie.

Competing interests None.
Ethics approval Partners IRB/Brigham and Women’s Hospital.

Provenance and peer review Not commissioned; externally peer reviewed.

4 Merola JF, Nyberg F, Furukawa F, et al. Lupus Science & Medicine 2015;2:6000085. doi:10.1136/lupus-2015-000085



Brief communication

Data sharing statement No additional data are available. 3. Graham B, Regehr G, Wright JG. Delphi as a method to
L . o . . establish consensus for diagnostic criteria. J Clin Epidemiol
Open Access This is an Open Access article distributed in accordance with 2003:56:1150-6.
the Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, 4. Coulter C, Baron M, Pope JE. A Delphi exercise and cluster analysis
which permits others to distribute, remix, adapt, build upon this work non- to aid in the development of potential classification criteria for
commercially, and license their derivative works on different terms, provided :}’;teeﬂ; tsgllezrg?'g;?'(”; sz:p?’;p:)ﬁzsfngoda‘abases- Clin Exp
the o.ngmal work is prqperly cited and the use is non-commercial. See: http:/ 5. Harris PA, Taylor h, Thielke R, ef al. Research electronic data
creativecommons.org/licenses/by-nc/4.0/ capture (REDCap) — A metadata-driven methodology and workflow
process for providing translational research informatics support.
J Biomed Inform 2009;42:377-81.
REFERENCES . o . 6. Ozen S, Ruperto N, Dillon MJ, et al. EULAR/PReS endorsed
1. Gilliam JN, Sontheimer RD. Distinctive cutaneous subsets in the consensus criteria for the classification of childhood vasculitides.
spectrum of lupus erythematosus. J Am Acad Dermatol 1981;4: Ann Rheum Dis 2006;65:936—41.
471-5. N 7. Bartlett SJ, Hewlett S, Bingham CO llI, et al. Identifying core
2. Diamond IR, Grant RC, Feldman BM, et al. Defining consensus: domains to assess flare in rheumatoid arthritis: an OMERACT
a systematic review recommends methodologic criteria for reporting international patient and provider combined Delphi consensus.
of Delphi studies. J Clin Epidemiol 2014;67:401-9. Ann Rheum Dis 2012;71:1855—60.

Merola JF, Nyberg F, Furukawa F, et al. Lupus Science & Medicine 2015;2:6000085. doi:10.1136/lupus-2015-000085 5


http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1016/S0190-9622(81)80261-7
http://dx.doi.org/10.1016/j.jclinepi.2013.12.002
http://dx.doi.org/10.1016/S0895-4356(03)00211-7
http://dx.doi.org/10.1136/ard.2005.046300
http://dx.doi.org/10.1136/annrheumdis-2011-201201

	Redefining cutaneous lupus erythematosus: a proposed international consensus approach and results of a preliminary questionnaire
	Abstract
	Background/Introduction
	Methods
	Results
	Discussion and future directions
	References


