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The Lupus Foundation of America (LFA) convened an international working group to obtain
a consensus definition of disease flare in lupus. With help from the Paediatric Rheumatology
International Trials Organization (PRINTO), two web-based Delphi surveys of physicians
were conducted. Subsequently, the LFA held a second consensus conference followed by a
third Delphi survey to reach a community-wide agreement for flare definition. Sixty-nine of
the 120 (57.5%) polled physicians responded to the first survey. Fifty-nine of the responses
were available to draft 12 preliminary statements, which were circulated in the second survey.
Eighty-seven of 118 (74%) physicians completed the second survey, with an agreement of 70%
for 9/12 (75%) statements. During the second conference, three alternative flare definitions
were consolidated and sent back to the international community. One hundred and sixteen of
146 (79.5%) responded, with agreement by 71/116 (61%) for the following definition: ‘‘A flare
is a measurable increase in disease activity in one or more organ systems involving new or
worse clinical signs and symptoms and/or laboratory measurements. It must be considered
clinically significant by the assessor and usually there would be at least consideration of a
change or an increase in treatment.’’ The LFA proposes this definition for lupus flare on the
basis of its high face validity. Lupus (2011) 20, 453–462.
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Introduction
Lupus is a chronic, remitting and relapsing autoimmune disorder characterized by unpredictable
disease ﬂares and remissions. Although a host of
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new, rational biologic treatments are in the development pipeline, the heterogeneity of the patients
has led to formidable challenges in clinical trial
design and interpretation. The rate and the severity
of ﬂares during a year-long course of treatment are
important predictors of disease outcome. However,
diﬀerent clinical trial designs have utilized various
deﬁnitions of ﬂare, each with pitfalls in logic that
were sometimes only recognized in retrospect. In
2006, the LFA convened an International
Consensus Panel to evaluate unmet needs in deﬁning and measuring lupus ﬂares. As the ﬁrst step in
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creating or modifying major ﬂare indices, the panel
agreed that a single, community-accepted deﬁnition
for ﬂare is required as an underpinning for instruments being developed to measure this outcome.
Previous deﬁnitions for disease ﬂare have usually
included a combination of results from activity
indices and serologic measures.1–4 Several instruments have been developed to measure acute disease activity, and have been adapted, using serial
measurements, to approximate ﬂare indices. These
have included the SLEDAI 2000, the revised
Systemic Lupus Activity Measures (SLAMR), the
European Consensus Lupus Activity Measurement
(ECLAM), the British Isles Lupus Assessment
Group (BILAG), and the Cutaneous Lupus
Disease Area and Severity Index (CLASI).5–11
Investigators in the National Institutes of Healthsponsored studies of Safety of Estrogens in Lupus
National Assessment (SELENA) published a speciﬁc ﬂare instrument linked to a modiﬁed version of
the SLEDAI (SELENA SLEDAI).10,12 However,
speciﬁc pitfalls in the application of all of these
instruments to ﬂare outcomes have been recognized. These include problems in determining the
relative importance of missing elements in each
instrument, problems in diﬀerentiating new organ
ﬂares from worsening within an organ, diﬀerentiating mild from moderate ﬂare, and, very importantly, diﬃculties with all of the instruments in
distinguishing between signiﬁcant ﬂares and small
increases in disease activity which barely cross
threshold deﬁnitions between mild and moderate
or between moderate and severe disease (‘‘the
threshold eﬀect’’).
The clinical challenges in quantifying ﬂares in a
disease that is heterogeneous between patients, and
waxes and wanes unpredictably within each patient,
are formidable. Additionally, patients with lupus
may have clinical ﬂares without serologic ﬂare and
vice versa.3 However, no previous community-wide
input has been obtained to facilitate understanding
of clinical ﬂares in lupus patients. To ensure that
ﬂare measurement in future lupus clinical trials
reﬂects a broad community understanding of the
clinical and treatment implications of diﬀering
degrees of ﬂare, the LFA utilized the expertise of
the international lupus clinical community to
gather input on these issues. The 9–10 May 2006
conference, titled ‘‘Deﬁnition and Validation of
Lupus Flares,’’ was convened to plan this process.13
At this meeting it was acknowledged that current
instruments were insuﬃcient to measure ﬂare optimally. It was also determined that, before this
problem could be addressed, a single, communityaccepted, clinically meaningful overall deﬁnition of

ﬂare was required to fully clarify whether variables
such as threshold eﬀects, random variation of clinical and serologic measurements, waxing and
waning disease activity, or additional novel insights
from the community would emerge as signiﬁcant
enough to impact a ﬂare deﬁnition. The overriding
goal was to elicit, from a wide range of knowledgeable lupus clinicians, a robust and generally
accepted framework for diﬀerentiating and quantifying degrees of ﬂare.
Following this preliminary planning conference,
an international collaborative process was launched
in 2007, with the technical help of the Paediatric
Rheumatology International Trials Organization
(PRINTO),14 a group experienced in consensusbuilding methods. The ﬁrst objective was to
survey the global lupus clinical community to
obtain an unbiased view on how ﬂares are deﬁned
in clinical practice. Secondly, further understanding
of issues that arose during this polling process was
sought, as well as problems in ﬂare measurement
that had been recognized in the context of clinical
trials. The ﬁnal goal was to integrate communitywide input into a consensus deﬁnition that could
reﬂect important variables in daily medical practice
and thus provide a meaningful rationale for outcome measures in clinical trials. The objective of
this paper is to report the work done to achieve
community-wide agreement on a ﬂare deﬁnition
that is considered meaningful by clinicians and
addresses the ambiguities that have been recognized
in clinical trials.

Patients and methods
The online polling project was conducted using the
Delphi Technique, a well-recognized consensus
formation methodology, speciﬁcally designed to
combine judgments from a group of experts in a
particular ﬁeld.15 The Delphi Technique utilizes a
series of well-deﬁned questionnaire-based surveys
and has been used to develop outcome measures
for several chronic rheumatic diseases, including
rheumatoid arthritis,16 juvenile arthritis,17,18 juvenile systemic lupus erythematosus,19–21 and idiopathic inﬂammatory myopathies.22–25 Consensus
formation methodology is designed so that each
subsequent step is based on the results of the
previous steps.
Three Delphi surveys and a LFA consensus
conference, convened between the second and
third surveys, were performed. The surveys were
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implemented via a web-based system, with username and password access through the secured
PRINTO web site on an https platform. E-mails,
faxes, or telephone reminders were used to ensure a
response rate of at least 70% for the survey.
Web survey 1
Prior to the ﬁrst survey, the LFA Flare Steering
Committee, including representatives of various
specialty areas that treat patients with lupus, identiﬁed a roster of 120 clinicians from around the
world with signiﬁcant experience treating lupus
patients. Potential participants, including rheumatologists, nephrologists, and representatives from
pharmaceutical companies from 11 countries
(see Appendix), were ﬁrst asked if they were interested in participating in the survey. After a positive
reply, responders were asked to answer 13 openended questions proposed by the Steering
Committee of the LFA in order to obtain community-wide understanding of how clinicians deﬁne
lupus ﬂare in practice, how its threshold, time
course, duration, and severity are assessed, and
whether there are problems diﬀerentiating lupus
ﬂare from other clinical conditions.
For the analyses of the results, and in order to
avoid bias, a two-step procedure was used. First, all
responses were reviewed and collated independently by the PRINTO team, and a ‘‘preliminary
deﬁnition’’ was derived from the most characteristic responses to each question. Then, the community responses and PRINTO deﬁnitions were
further reviewed by the Steering Committee of the
LFA to ensure that the web-based community
would have access to initial input that was either
characteristic of or potentially conﬂicting with
other statements. The results of this process constituted the material for the second web survey.

Second international Lupus Flare Conference
In June 2008, the LFA convened a second international consensus conference26 in Washington, D.C.,
which was attended by more than 80 experts in
lupus research and clinical practice from around
the world, drawn from academia, the pharmaceutical industry, and the U.S. government.
The areas of expertise represented were rheumatology (adult and pediatric), dermatology, immunology, nephrology, neurology, pulmonology,
clinical epidemiology, and biostatistics. Plenary
session presentations and meeting-wide discussions
reviewed the progress of the group. The goals of
this meeting were to ﬁnalize a consensus deﬁnition
of ﬂare for ﬁnal ratiﬁcation by the community,
identify possible ways to use or adapt existing
lupus disease indices, and propose methods for
validating ﬂare measurement tools for future clinical trials.
Web survey 3
The conference participants recommended that
three versions of the deﬁnition of ﬂare be sent
back to the Delphi survey participants who had
participated in the development of the original
deﬁnitions. The Steering Committee agreed that,
since this was the last round of the web survey, it
should have been sent to a larger list of 146 participants (the respondents to the ﬁrst two surveys plus
other participants of the Second International
Lupus Flare Conference). Since participants were
asked to express a preference among three diﬀerent
deﬁnitions of lupus ﬂare (Table 2), which
represented minor changes to the same deﬁnition,
a majority of votes was considered suﬃcient to
select the ﬁnal deﬁnition.
Descriptive analyses of the questionnaire-based
surveys were performed.

Web survey 2
In the second round of the survey, these reﬁned
draft statements were presented to the participants,
who were asked to either revise the draft deﬁnitions or agree to them. The percentage of agreement/disagreement for each question was
calculated (Table 1). Deﬁnitions with an agreement
over 70% were considered acceptable by the
Steering Committee for further discussion.
Similarly to the previous step, the deﬁnitions with
an agreement below 70% were therefore ﬁrst
reworded by PRINTO and subsequently by the
LFA Steering Committee to take into account the
range of comments from all the responders.

Results
Web survey 1
A total of 69/120 (57.5%) responded to the invitation to participate in the ﬁrst web survey. Two of
these respondents answered that they were not
interested in participating. Of the remaining 67,
54 participants indicated interest and completed
the survey, ﬁve indicated interest and partially
answered the survey, and eight indicated interest
but did not participate in the survey. The total
number of responses available for analysis was 59.
Lupus
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Table 1 Questions proposed by the Steering Committee of the Lupus Foundation of America, Inc. with the results of the second
survey and final statements derived from community input. A total of 87/118 (74%) completed the second survey
List of original questions with the proposed definitions

Agree N (%)

75 (86%)
1. What is a flare?
A flare is a measurable increase in disease activity in one or more organ systems involving new or worse clinical
findings, laboratory measurements and/or changes in ADL. It must be considered clinically significant by the
assessor and usually there would be at least consideration of an increase in treatment.

Disagree N (%)
12 (14%)

Final statement
A flare is a measurable increase in disease activity in one or more organ systems involving new or worse clinical findings, laboratory measurements.
It is a temporary event and must be considered clinically significant by the assessor and usually there would be at least consideration of a change
or an increase in treatment.
77 (89%)
2. Is there a difference between disease activity and flare? If so, what is it?
Yes, disease activity reflects any signs, symptoms or laboratory abnormalities due to lupus, without reflection on
previous activity. A flare is an increase in disease activity as compared to a previous assessment.

10 (11%)

Final statement
Yes. Disease activity encompasses all the signs and symptoms or laboratory abnormalities related to lupus pathophysiology. It is determined at one
point in time and is unrelated to the prior amount of disease activity. A flare is an increase in disease activity as compared to a previous assessment
and usually there would be at least consideration of a change or increase in treatment modality.
53 (61%)
3. When does flare begin?
The flare begins at the first sign of change in disease activity, (when clinical status begins to worsen) whether or
not the flare has reached its maximal disease activity at that point.

34 (39%)

Final statement
The flare begins at the first sign or laboratory measurements of an increase in disease activity, whether or not the flare has reached its maximal
disease activity at that point.
4. When does flare end?
77 (89%)
When the disease activity returns to the level it was at before the flare, not necessarily fully quiescent disease.

10 (11%)

Final statement
A flare ends when disease activity returns to the pre-flare level, not necessarily fully quiescent disease or the disease activity has been stable
for a given period of time.
68 (78%)
5. Is there a minimal threshold of disease activity to define mild, moderate, or severe flare?
Yes. Severe disease implies a threat to an organ or to life. However, this is not easy to define, and may be different
for different organ systems. The BILAG and/or SLEDAI could be used to define the thresholds and a consensus
is needed to build these definitions.

19 (22%)

Final statement
A flare can occur at any level of disease activity. These definitions will require a combination of ‘‘change’’ and ‘‘total activity.’’ Severe flare implies a
threat to an organ or to life. However, this is not easy to define, and may be different for different organ systems. Several instruments
(BILAG, SLEDAI, SLAMR, CLASI) could be used to define the thresholds and studies are needed to quantify these definitions.
6. Is the degree of change important in defining mild, moderate, or severe flare?
54 (62%)
Yes, a small degree of change might be a mild flare, even at high disease activity levels, but if there is a change in
the intention to treat this might define a severe flare even without major change in disease activity level.

33 (38%)

Final statement
The degree of change may associate with the degree of flare over a broad range of disease activity levels. A change in the intention to treat,
even without major change in disease activity level, should be considered to define the severity of flare.
7. Are there examples of thresholds in which a small change could signify a severe flare?
Yes, if it leads to hospitalization or institution of aggressive immune suppression.

59 (68%)

28 (32%)

75 (86%)

12 (14%)

Final statement
Yes, if it leads to institution of aggressive immune suppression.
8. Do both degree of change and threshold of flare need to be defined?
Yes, but there may be some examples where one or the other would suffice to designate a severe flare.

Final statement
Yes, but there may be some examples where one or the other would suffice to designate a severe flare. The approach should be pre-specified in
clinical trials.
9. Is it important to distinguish between mild flare and moderate flare?
Yes, mild flares usually do not lead to medication changes yet still might be important to quality of life.
They might also be important in clinical trials. Physicians and patients would not accept the same degree of
toxicity from treatments for mild versus severe flares.

64 (74%)

23 (26%)

Final statement
To distinguish between severe and non-severe flares is clinically more important than to distinguish between mild and moderate. Mild flares usually
do not lead to medication changes yet still might be important to quality of life and they might also be important in clinical trials. Moderate flares
need to be recognized opportunely in order to be properly treated and controlled. These terms need more precise definition even though it also
depends on the organ involved.

(continued)
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Table 1 Continued
Agree N (%)

List of original questions with the proposed definitions

70 (80%)
10. Is there a way to define a mild flare that would not be confused with symptoms not attributable to lupus?
Yes, but it is not easy. This is a major problem. It depends on careful differential diagnosis by the clinician and
excellent clinical skills and even then will not be infallible.

Disagree N (%)
17 (20%)

Final statement
Probably, this is a major problem. It depends on careful differential diagnosis by the clinician and clinical skills. Specific biomarkers help to indicate
the presence or absence of lupus disease activity.
11. How do you differentiate a flare from ongoing clinical disease?
A flare represents a change, a worsening.

70 (80%)

17 (20%)

Final statement
A flare is a change, an increase of disease activity or a worsening in symptoms that were not present previously that is temporary, while ongoing
clinical disease is a continuum worsening and would not be considered a flare.
70 (80%)
12. How do you differentiate flare from progressive organ damage?
Although sometimes this is clear, it can be problematic. It may require better biomarker development. Currently
available laboratory values can be helpful. Optimally, the assessor will be using multiple kinds of assessments,
history, physical exam, laboratories, biopsies, imaging studies. Clinical acumen is critical and the picture may
clear up over time since flares are reversible and damage is not.

17 (20%)

Final statement
A flare represents a potentially reversible increase in disease activity resulting from immunologic or inflammatory activity. Progressive organ
damage occurs secondary to treatment toxicity or as a consequence of scarring from inflammatory insults. Clinical acumen is critical to distinguish
between the two entities and currently available assessment may be useful. The identification of future biomarkers should facilitate our ability
to differentiate a flare from progressive organ damage.

Table 2 Results of the third web survey with the agreement on the three final definitions of lupus flare. A larger group of 146
physicians were involved in the third survey and the response rate was 116/146 (79.5%)
Responses N (%)
116/146 (79.5%)

Definitions of lupus flare
1. A flare is a measurable increase in disease activity in one or more organ systems involving new or worse clinical signs and
symptoms and/or laboratory measurements. It must be clinically significant by the assessor and usually there would be at least
consideration of a change or an increase in treatment.

71 (61%)

2. A flare is a measurable, clinically significant increase in disease activity in one or more organ systems involving new or worse
clinical signs and symptoms and/or laboratory measurements. It must be considered clinically significant by the assessor.

29 (25%)

3. A flare is a measurable increase in disease activity in one or more organ systems involving new or worse clinical findings,
laboratory measurements and/or changes in activity of daily living ADL. It must be considered clinically significant by the
assessor and usually there would be at least consideration of an increase in treatment.

15 (13%)

As detailed in the methods, the PRINTO team
and the LFA Steering Committee reviewed the
responses and drafted 12 new statements to be
used for the second survey, as detailed in Table 1,
including two of the original statements, which
were collapsed into one. The deﬁnitions numbered
3, 5, 6, 7, and 9 had an agreement below 80%
among responders. These questions were then
reworded by PRINTO and the Steering
Committee to take into account comments from
the respondents who were rejecting the statements
as originally written.
Web survey 2
A total of 118 candidates were asked to participate
in the second survey (two were removed from the

list after expressing no interest in the ﬁrst round).
Eighty-seven of 118 (74%) completed the second
survey. Agreement <70% was reached for questions 3 (‘‘When does ﬂare begin?’’), 6 (‘‘Is the
degree of change important in deﬁning mild, moderate or severe ﬂare?’’), and 7 (‘‘Are there examples
of thresholds in which a small change could signify
a severe ﬂare?’’). There was an agreement at a level
of 70% (9/12 or 75%) for all remaining deﬁnitions reﬁned in the ﬁrst web survey. Community
consensus was thus obtained for several ancillary
issues important in the detection and measurement
of lupus ﬂares, extending beyond the ﬁnal deﬁnition that was reached.
By integrating the common points in the
responses to the ﬁrst question (‘‘What is a ﬂare?’’)
Lupus
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in the ﬁrst web survey, it was apparent that the
respondents thought the ﬂare deﬁnition should
encompass two key concepts: (1) a measurable
increase in disease activity attributable to lupus
pathophysiology; and (2) the physician’s (or assessor’s) consideration of a change in therapy as a
response to the change in the patient’s clinical
status. Based on these two concepts, and some
more detailed comments from the responders,
PRINTO and the LFA Steering Committee provided the following draft deﬁnition of ﬂare for the
second web questionnaire in order to gauge the
degree of agreement to a consolidated deﬁnition
among the participants:
‘‘A ﬂare is a measurable increase in disease activity in one or more organ systems involving new or
worse clinical ﬁndings, laboratory measurements,
and/or changes in activities of daily living (ADL).
It is a temporary event and must be considered
clinically signiﬁcant by the assessor and usually
there would be at least consideration of a change
or an increase in treatment.’’ This deﬁnition was
accepted by 75/87 (86.2%) of respondents in the
second web survey.
Second international Lupus Flare Conference
The results of the ﬁrst two web surveys were examined at a second international face-to-face conference of lupus experts. There was extended
discussion of some of the minority statements, particularly those suggesting that deterioration in
quality of life or activities of daily life might be a
very important aspect of determining ﬂare, whether
temporal boundaries are needed to deﬁne ﬂare, and
some issues about whether ﬂares require a change
of treatment or whether treatment might be
refused, withheld or delayed for legitimately ﬂaring
patients.
After the June 2008 LFA consensus conference,
a decision was made to take the draft deﬁnitions
presented at the International Lupus Flare
Conference, plus two additional variations debated
at the meeting, back to the global lupus community. The purpose was to weigh all deﬁnitions in
order to see whether a ﬁnal consensus could be
reached.
Web survey 3
A larger group of 146 physicians were involved in
the third survey and the response rate was 116/146
(79.5%); the participants included the 118 who had
been included in the second survey plus additional
people who participated in the Second
International Lupus Flare Conference. The results

are presented in Table 2. Lupus Flare deﬁnition
number 1 received 71/116 (61%) of the vote and
was considered ratiﬁed: ‘‘A ﬂare is a measurable
increase in disease activity in one or more organ
systems involving new or worse clinical signs and
symptoms and/or laboratory measurements.
It must be considered clinically signiﬁcant by the
assessor and usually there would be at least consideration of a change or an increase in treatment.’’

Discussion
The Guidance for Industry issued by the Food and
Drug Administration in March 200527 has become
an unoﬃcial template for lupus drug development
protocols. This document included ﬂare as a potential outcome for clinical trials, and subsequently it
has become evident that, even when improvement
serves as the primary outcome, assessment of the
durable eﬃcacy of a treatment depends on a valid,
clinically meaningful and reproducible measurement of ﬂares. The current project was undertaken
to address problems arising in clinical trials when
attempts have been made to include ﬂare measurements in deﬁnitions of response.
Among the several instruments that have been in
widespread use as Disease Activity Measures, only
the SELENA SLEDAI and the BILAG index have
templates suitable for measuring ﬂares.10,28
However, the following issues have been identiﬁed
when using these instruments for ﬂare: 1) the
SELENA SLEDAI ﬂare instrument does not
diﬀerentiate mild from moderate ﬂare. Intent to
treat or acceptability of response may diﬀer
within this spectrum of disease; 2) the SELENA
SLEDAI ﬂare instrument deﬁnes an increase in
the SLEDAI score to greater than 12 as a severe
ﬂare, regardless of whether the actual change in
disease activity to reach this landmark was either
numerically or clinically signiﬁcant (‘‘the threshold
eﬀect’’). Similarly, the BILAG index thresholds
between mild, moderate, and severe activity might
also deﬁne ﬂare in some instances of minimal
increase in clinical disease. Furthermore, the
BILAG designation of ‘‘B’’ or moderate disease
describes a wide range of symptoms from relatively
mild to moderately severe activity. Diﬀerentiating
mild from moderate ﬂares, then, might be problematic in clinical trials using either of these
instruments.
For these reasons, it was deemed important to
elicit, from a wide range of experienced clinicians, a
meaningful deﬁnition of ﬂare that would allow
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clinical trials to measure events with signiﬁcant
clinical impact. Questions such as whether it is
important to distinguish between mild and moderate ﬂare, how to determine when a ﬂare begins and
ends, whether laboratory data must support a ﬂare,
and whether disease thresholds and/or treatment
changes are necessary or suﬃcient to deﬁne various
degrees of ﬂare, had never previously been agreed
upon by the clinical community. Although the ﬁnal
deﬁnition of ﬂare may appear to be deceptively
simple, it in fact serves to provide a community
consensus on all of these issues.
The ﬁnal deﬁnition of ﬂare that evolved from the
Delphi process is as follows: ‘‘A ﬂare is a measurable increase in disease activity in one or more
organ systems involving new or worse clinical
signs and symptoms and/or laboratory measurements. It must be considered clinically signiﬁcant
by the assessor and usually there would be at
least consideration of a change or an increase in
treatment.’’ When the intermediate questions in
Table 1, along with this statement, are reviewed,
community opinion appears to support the following conclusions, which may be relevant in designing
outcome measures for clinical trials: 1) although a
ﬂare may involve small, intermediate or severe
changes, the increase must be ‘‘measurable’’ and
the assessor must agree that the change that has
occurred to meet the threshold of ﬂare is clinically
signiﬁcant. Flare measurements, then, should not
specify increases in disease as ﬂare without consideration of their clinical impact; 2) answers to questions 3 and 4 in Table 1 support measuring ﬂare
from the beginning of increased symptoms (‘‘start
of ﬂare’’) to the point at which it returns at least to
the baseline disease activity but not necessarily to
quiescent disease (‘‘end of ﬂare’’). This would allow
clinical trials to be designed around baseline landmarks such as the point of entry to the trial or the
point of best disease improvement after protocol
treatment and measurement of time to ﬂare or
numbers of ﬂares using reproducible deﬁnitions.
When measuring ﬂare activity from visit to visit, a
new ﬂare would not necessarily be recorded when
there is persistent activity from a previous ﬂare
extending past the visit interval. In studies, these
decisions could be protocol-speciﬁc; 3) answers to
questions 5–8 in Table 1 further illuminate that
both a threshold amount of disease and a degree
of change may need to be factored into deﬁnitions
of mild, moderate, and severe ﬂare, and that there
may be speciﬁc instances in which either would
supersede the other. Despite concerns about the
threshold eﬀects seen in previous ﬂare measurements, the community does not believe that the

threshold can be eliminated from a ﬂare assessment, but a signiﬁcant degree of change would
still often be required to deﬁne a severe ﬂare
(as opposed to severe, ongoing disease activity or
milder ﬂare). A speciﬁc exception to this might be a
smaller change that results in a decision threshold
such as an aggressive change in treatment, and
would be, to most observers, acceptable as a
severe ﬂare. Thus, the threshold eﬀect could be
eliminated by requiring either a deﬁned signiﬁcant
change in disease activity or a signiﬁcant change in
treatment plan.
Answers to Question 9 in Table 1 suggest that
the practicing community is more concerned with
diﬀerentiating moderate from severe ﬂare than with
deﬁning the diﬀerence between mild and moderate
ﬂare. However, all three gradations may be important to distinguish in clinical trials, since mild ﬂares
may have impact on a patient’s quality of life,
whereas moderate ﬂares might need to be distinguished with a more aggressive intent to treat.
The ﬁnal statement on this point suggests that all
three should be better deﬁned, and there are additional cautions from the clinical community that
the deﬁnitions may vary from organ to organ.
Questions 10–12 (Table 1) suggest that challenges
may still remain in distinguishing mild ﬂares from
non-speciﬁc (non-lupus) symptoms and that progressive organ damage may mimic a ﬂare in some
rare circumstances. The answers highlight the
ongoing importance of clinical acumen and the
need for new biomarkers to clarify these gray
areas, both in practice and, potentially, in clinical
trials.
Finally, in arriving at a ﬁnal deﬁnition of ﬂare,
there was an original community consensus in
support of the ﬁrst, more extensive, deﬁnition
proposed in Table 1. This included both a
patient-reported outcome of ADL and a physician’s intent to treat in the ﬂare deﬁnition. The
ﬁnal statement was derived from a signiﬁcant
minority report against these two features. Strong
opinions were manifested that intention to treat,
although usually involved in moderate to severe
ﬂares, can overly restrict the deﬁnition of ﬂare,
especially when given for ongoing persistent activity. There were equally strong concerns that ADL
changes might not be due to an increase in lupus
disease activity and could potentially introduce
false-positive ﬂares. At the second face-to-face
meeting, it was decided to re-poll the community
using three alternative deﬁnitions of ﬂare with and
without these controversial elements. By a clear
margin, the simpler deﬁnition of ﬂare, which
excluded the ADL, was preferred by the
Lupus
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community when given a choice, and has been
selected as the ﬁnal ﬂare deﬁnition derived through
this process. It should be stressed that this would
not rule out ADL as an important, indeed critical,
measurement for the impact of ﬂare on the patient,
but might promote caution in the attribution of
these data to ﬂare as opposed to either the cumulative personal toll of an ongoing disease burden or
indirect eﬀects of disease burden, such as treatment
side eﬀects or progressive organ damage, all of
which are important measures in their own right
in the evaluation of treatment impact.
This work should be viewed in the light of
certain limitations, which include some Delphi
response rates that were below the expected
cut-oﬀ of 70% and the possibility of selection bias
in the preparation of the list of experts.
In conclusion, the LFA proposes this community
consensus deﬁnition of lupus ﬂare on the basis of its
high face validity. Further work is underway to
reﬁne, select, and validate speciﬁc clinical ﬂare
measurement instruments to grade and quantify
ﬂares.
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