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Abstract

Objectives. To apply the lupus low disease activity state (LLDAS) definition within a large cohort of patients and
to assess the agreement between the LLDAS and the physician’s subjective evaluation of lupus activity.

Methods. We conducted a cross-sectional analysis of a prospective multicentre study of SLE patients. We applied
the LLDAS and assessed whether there was agreement with the clinical status according to the physician’s opinion.
Results. A total of 508 patients [92% women; mean age 50.4years (s.n. 3.7)] were recruited and 304 (62.7%)
patients were in the LLDAS. According to physician assessment, 430 (86.1%) patients were classified as remission
or low activity. Overall agreement between both evaluations was 71.4% (95% CI: 70.1, 70.5) with a Cohen’s k of
0.3 [interquartile range (IQR) 0.22-0.37]. Most cases (96.1%) in the LLDAS were classified as remission or low activ-
ity by the expert. Of the patients who did not fulfil the LLDAS, 126 (70.4%) were classified as having remission/low
disease activity. The main reasons for these discrepancies were the presence of new manifestations compared with
the previous visit and a SLEDAI 2K score >4, mainly based on serological activity.

Conclusions. Almost two-thirds of SLE patients were in the LLDAS. There was a fair correlation between the
LLDAS and the physician’s evaluation. This agreement improves for patients fulfilling the LLDAS criteria. The dis-
cordance between both at defining lupus low activity, the demonstrated association of the LLDAS with better out-
comes and the fact that the LLDAS is more stringent than the physician’s opinion imply that we should use the
LLDAS as a treat-to-target goal.
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Rheumatology key messages

o Overall agreement between the LLDAS and the physician’s expert opinion about lupus activity is fair.
e The LLDAS is more stringent than the physician’s opinion at defining low SLE activity.
o Physicians should use the LLDAS as a treat-to-target goal in clinical practice.

Introduction

SLE is an multisystemic autoimmune disease that can
affect almost any organ or tissue with a wide range of
clinical manifestations. The particularities of such a

"Rheumatology Department, Complejo Hospitalario Universitario de
Vigo, 2Investigation in Rheumatology and Immune-Mediated
Diseases Group, Galicia Sur Health Research Institute, Vigo,
3Rheumatology Department, Hospital Universitario de Gran Canaria
Dr. Negrin, Las Paimas de Gran Canaria, “Rheumatology
Department, Hospital Universitario de Jerez de la Frontera, Cadiz,

€20z AN $0 uo Jasn oBIA ap apepisiealun - oBIAN Ag 900+999/291 L/€/29/oI0IHE/ABOjojeWwNaYL/WO"dNo"oIWapEeD.//:SAlY Wol) papeojumoq

SRheumatology Department, Hospital Universitario de Donostia, San
Sebastian, ®Rheumatology Department, Hospital Universitario de la
Princesa, Madrid, 7Rheumatology Department, Hospital del Mar,
Barcelona, ®8Rheumatology Department, Hospital Universitario, 12 de
Octubre, Madrid, Spain and °Rheumatology Department, Centro
Hospitalar e Universitario de Coimbra, Coimbra, Portugal

© The Author(s) 2022. Published by Oxford University Press on behalf of the British Society for Rheumatology.

Submitted 7 May 2022; accepted 6 August 2022

Correspondence to: Irene Altabas-Gonzalez, Rheumatology Department,
Complejo Hospitalario Universitario de Vigo, Galicia Sur Health Research
Institute, Alto do Meixoeiro s/n, 36200 Vigo. Spain.

E-mail: irene.altabas@gmail.com

This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial License (https://creativecommons.org/licenses/by-nc/4.0/), which permits non-commercial re-use,
distribution, and reproduction in any medium, provided the original work is properly cited. For commercial re-use, please contact journals.permissions@oup.com


carmen-barros
Nota adhesiva


Does expert opinion match the definition of lupus low disease activity state?

heterogeneous disease renders management in everyday
clinical practice extremely difficult. It is not only import-
ant to keep disease activity under control, but also to
prevent drug toxicities and damage accrual, and morbid-
ity and mortality rates in SLE remain high [1] despite
diagnostic and therapeutic advances in the disease.
Therefore experts in the field are looking for new tools,
such as treat-to-target (T2T) strategies [2], that may im-
prove outcomes and guide clinicians in the management
of this complex disease.

The T2T approach in other rheumatic conditions such as
RA, SpA and PsA is well established in clinical practice. In
RA patients it has led to better management of the disease
and damage prevention compared with routine control [3].
The main objective of the T2T strategy is to define a specific
therapeutic goal, which would be clinical remission, or if that
is not possible, low activity of the disease. In the last few
years the definitions of remission in SLE by the Definition of
Remission in SLE (DORIS) task force [4] and the lupus low
disease activity state (LLDAS) [5] by the Asia-Pacific Lupus
Collaboration (APLC) have emerged with the aim of being
implemented as a T2T approach in SLE.

The DORIS task force defined remission in four different
states, mainly depending on whether the patient is receiv-
ing treatment (apart from antimalarials) or not and also on
whether the patient has serological activity or not. The
Safety of Estrogens in Systemic Lupus Erythematosus
National Assessment (SELENA)-SLE Disease Activity Index
(SLEDAIl) physician global assessment (PGA; scale 0-3)
must be <0.5. Two remission states are complete remis-
sion (SLEDAI-2K=0) and clinical remission (clinical
SLEDAI-2K = 0; hypocomplementemia and the presence of
anti-dsDNA antibodies are allowed). In these two clinical
states, treatments apart from antimalarials are not allowed.
The other two remission states are complete remission on
treatment (complete ROT) and clinical remission on treat-
ment (clinical ROT). In these two remission states, treat-
ment with a maximum of 5mg/day prednisolone and
immunosuppressive drugs (conventional immunomodula-
tors and biologics) is allowed. More recently, it has been
proposed that the most appropriate of these four defini-
tions of remission would be the one that corresponds to
clinical ROT [6]. On the other hand, the LLDAS is based on
the following criteria: SLEDAI-2K <4, with no activity in
major organ systems (renal, central nervous system, car-
diopulmonary, vasculitis and fever) and no haemolytic an-
aemia or gastrointestinal activity; no new features of lupus
disease activity compared with the previous assessment;
SELENA-SLEDAI PGA <1; current prednisolone (or equiva-
lent) dose <7.5mg/day and well-tolerated standard main-
tenance doses of immunosuppressive drugs and approved
biologic agents, excluding investigational drugs [5].

These clinical states have been analysed in other cohorts,
showing beneficial effects on reducing damage accrual,
flares and hospitalizations and improving quality of life scores
[6-11]. However, the different studies showed that they are
difficult to achieve and/or maintain over time [12-16].

The objective of our study is to analyse the agreement
between the LLDAS definition and the clinical status of
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the patient according to the expert opinion of the
rheumatologist and explore modifications in the LLDAS
definition that may improve it.

Study design

We are carrying out a national, multicentre, longitudinal
study in order to evaluate the association of the LLDAS
with other outcomes such as damage accrual. The study
is currently on-going, with data collection taking place
once a year over 3 consecutive years using a standar-
dized electronic case report form. The current study cor-
responds to the cross-sectional analysis of the baseline
data. A specific protocol was created to collect data on
~250 variables per patient. To ensure data homogeneity
and quality, every item in the protocol has a highly
standardized definition. A previous training course for
investigators was carried out to avoid information bias.
All investigators had online access to guidelines on how
to complete the protocol. Patients were recruited at
seven Spanish rheumatology departments. Ethics ap-
proval for this study was obtained from the Ethics
Committee of Galicia. All patients signed an informed
consent form prior to participation.

Patients

We included consecutive patients in the outpatient clinic
setting. Inclusion criteria were age >18 years and a diag-
nosis of SLE according to the revised 1997 ACR classifi-
cation criteria or the 2012 SLICC classification criteria for
SLE [17, 18]. There were no specific exclusion criteria.
To avoid selection bias, patients were recruited homoge-
neously across Spain. Virtually all patients with SLE
treated in our country are referred to hospitals, thus
avoiding the possibility of centre selection bias.

Variables

At recruitment, demographics, SLE criteria, SLE clinical
variables, subjective evaluation of the disease by the
rheumatologist and the patient and data about treat-
ments were collected. Most of these variables were then
collected on a yearly basis. Demographic variables
included gender, date of birth and date of definite SLE
diagnosis.

Disease activity in the previous 30 days was measured
using the SLEDAI-2K [19] and the 28 tender/swollen joint
count was also evaluated. Laboratory results for the
SLEDAI-2K, ESR and CRP within 30days of the visit
were also collected. Clinical manifestations of SLE activ-
ity not included in the SLEDAI were also measured.
Organ damage was assessed using the SLICC/ACR
damage index (SDI) [20].

The expert rheumatologists were asked to categorize
patients into five different clinical states: remission, sero-
logically active, low disease activity, moderate disease
activity and high disease activity. The PGA on a scale of
0-3 and patient global assessment on a scale of 0-10
were also captured. Treatment variables included current
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use and dose of antimalarials, glucocorticoids, immuno-
suppressive treatments and biologic agents.

The disease activity, measured by the SLEDAI-2K, of
each patient visit was compared with the previous one
and classified by the expert rheumatologist as clinically
meaningful improvement, no clinically meaningful change
in disease activity or clinically meaningful worsening.

Statistical analysis

Sample size calculation

We calculated the number of patients needed for differ-
ent levels of agreement, considering that 60% of SLE
patients are typically estimated to be in remission or low
disease activity and 40% of patients are not. We esti-
mated a sample size of 96 patients to obtain 80% statis-
tical power with a significance level of 0.05.

Only the first visit was analysed for the current study.
The data from a first patient visit were compared with the
data available in the electronic records from the previous
visit. Achievement of remission and the LLDAS were
obtained according to the predefined criteria. Results were
expressed as mean (s.n.) for continuous variables and as
number of patients (percentage) for binary and categorical
variables. Expert evaluation of global disease activity was
divided into two groups: remission/serologically active clin-
ically quiescent (SACQ)/low activity and moderate/high ac-
tivity and were compared with the LLDAS definition in a
two-by-two table assessing the agreement between the
physician’s expert opinion and the LLDAS definition. The
percentage of agreement and Cohen’s k were used as
measures of agreement between the LLDAS and physician
evaluation. The percentage of agreement was calculated
as the number of agreement scores divided by the total
number of scores. The Cohen’s x coefficient (the agree-
ment among the measures other than what would be
expected by chance) was used to evaluate the degree of
concordance/reliability between the two measures: k<0,
no agreement; k =0-0.20, slight agreement; k =0.21-0.40,
fair agreement; k=0.41-0.60, moderate agreement;
k=0.61-0.80, substantial agreement; and k=0.81-1.0,
perfect agreement [21].

Cases in which there was a disagreement between
both evaluations were further analysed to evaluate which
of the LLDAS criteria contributed most to the discrep-
ancy. Then we carried out a sensitivity analysis, making
several changes in the LLDAS criteria, which were modi-
fied to check to see if this led to a change in the overall
agreement: prednisone doses were adjusted from
<7.5mg/day to <5mg/day, SLEDAI-2K from <4 to clin-
ical (excluding serological activity) SLEDAI-2K <4, exclu-
sion of the LLDAS criterion ‘no new features compared
with previous assessment’ and finally combining the
three of them.

P-values <0.05 were considered statistically signifi-
cant. All analyses were performed with R statistical soft-
ware, version 4.0.5 (R Foundation for Statistical
Computing, Vienna, Austria).
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Results
Demographics and disease characteristics

A total of 508 patients were recruited. In this cohort,
92% of patients were female, with a mean age at diag-
nosis of 40.7 years (s.n. 21) and a mean disease duration
of 10.8years (s.0. 9.9) at the time of recruitment. The
mean age at recruitment was 50.4years (s.0. 13.7).
Previous disease manifestations were determined from
the SLICC 2012 criteria on an ‘ever present’ basis. The
most common clinical criteria were arthritis in 69.8% of
the patients, cutaneous rash in 62.7% and leucopoenia
in 43.11%. A total of 491 patients (96.65%) were ANA
positive, 64.76% had high anti-dsDNA levels and
60.24% had low complement levels. A total of 167
patients (31%) had a history of lupus nephritis. At the
time of the first visit of the study, the mean SLEDAI-2K
score was 2.8 (s.n. 3.3) and the mean SDI score was
0.96 (s.n. 1.36). More detailed information about the
demographics and clinical information of the cohort is
depicted in Table 1.

In total, 371 (74%) patients were on antimalarials, 199
(39%) patients were on prednisone, with a mean daily dose
of 25mg (s.n. 5), and 219 (44%) patients were receiving

TasLe 1 Demographics and clinical characteristics of the
cohort (N =508 patients)

Characteristics VETES
Female, n (%) 460 (92%)
Age at diagnosis, years, mean (s.n.) 40.7 (21.0)

(
(
Disease duration at enrolment, years, mean (s.0.) 10.8 (9.9)
Age at enrolment, years, mean (s.D.) 50.4 (13.7)
SLICC 2012 criteria (ever present)
Clinical criteria, n (%)

Acute cutaneous lupus 262 (51.57)
Chronic cutaneous lupus 57 (11.22)
Oral or nasal ulcers 171 (33.66)
Non-scaring alopecia 156 (30.71)
Arthritis 355 (69.88)
Serositis 96 (18.9)
Renal 158 (31.1)
Neurologic 32 (6.3)
Haemolytic anaemia 29 (5.7)
Leukopenia 21 9(43.11)
Thrombocytopenia 88 (17.3)
Immunological criteria, n (%)

ANA 489 (96.26)
Anti-dsDNA antibodies 329 (64.76)
Anti-Sm antibodies 95 (18.7)
Anti-phospholipid antibodies 163 (32.09)
Low complement levels 306 (60.24)

Number of SLICC criteria for SLE, n (%) 6 2(2.2)
SLEDAI-2K score at enrolment, mean (s.p.) 8(3.3)
SLICC/ACR-DI score at enrolment mean (s.0.) 0. 96 (1.4)

Damage present at enrolment, n (%) 253 (49.8)
Clinical SLEDAI-2K score, mean (s.p.) 1.6(2.7)

Current hypocomplementemia, n (%) 152 (29.9)
Current elevated anti-dsDNA, n (%) 125 (24.6)
PGA at enrolment, mean (s.p.) 0.2 (0.49)

https://academic.oup.com/rheumatology
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TaBLe 2 Frequency of the LLDAS and its items

Descriptors of disease activity

Number (%)
(N = 508)

SLEDAI-2K <4, with no activity in major organ systems (renal, CNS, cardiopulmonary, vasculitis, haemolytic 462 (80.0)

anaemia, fever) and no gastrointestinal activity

No new features of lupus disease activity compared with the previous assessment 410 (83)

PGA (scale 0-3) <1 451 (95.1)

Immunosuppressive medications

Current prednisolone (or equivalent) dose <7.5 mg/day 470 (92.5)

Well-tolerated standard maintenance doses of immunosuppressive drugs and approved biologic agents, 508 (100)
excluding investigational drugs

All five criteria present 304 (62.7)

conventional  immunosuppressants  and/or  biologics
(Supplementary Table S1, available at Rheumatology online).

Frequency of the LLDAS and remission states

All five criteria for the LLDAS were fulfiled in 304
(62.7%) of the 508 patients. Of the criteria related to the
evaluation of disease activity, the most frequently met
was PGA <1 in 471 (95.1%) patients. The least frequent
one was the SLEDAI-2K <4, in 462 (80%) patients. In
contrast, of the criteria related to treatments, the gluco-
corticoid criterion was achieved in 470 (92.5%) patients.
More detailed information about the frequency of the
LLDAS criteria is shown in Table 2.

Clinical remission was achieved in 133 (27.3%)
patients and complete remission in 118 (24.4%). A less
stringent definition of remission in which treatment is
allowed was met in 267 (54.4%) and 218 (46.4%) cases
for clinical ROT and complete ROT, respectively. A total
of 267 patients (87.82%) who fulfilled the LLDAS criteria
were also in clinical ROT.

SLE disease activity according to the expert opinion
of the rheumatologist

A total of 430 (86.1%) patients were classified as in re-
mission, SACQ or low activity following the assessment
of the rheumatologist. Of these, remission was observed
in 206 (41.6%), SACQ in 71 (14.3%) and low activity in
153 (30.9%). A total of 55 patients (11.1%) were classi-
fied as having moderate activity and 10 (2%) patients as
having high activity.

Agreement between expert opinion of remission/low
activity and LLDAS

The overall agreement between expert opinion of remis-
sion/low activity and LLDAS was 71.4% (95% CI 70.1,
70.5) with a Cohen’s x of 0.3 (IQR 0.22-0.37) (Fig. 1).
Most of the cases (96.1%) that fulfilled the definition of
LLDAS were classified by the expert as remission, sero-
logically active or low activity. Only 12 (3.9%) patients
were classified as moderate or high activity by the ex-
pert. Of these 12 patients, 3 had arthritis, 2 had hypo-
complementemia and one each had myositis, high anti-

https://academic.oup.com/rheumatology

dsDNA values, thrombocytopenia, rash and mucosal
ulcers. On the other hand, of the patients who did not
fulfil the definition of LLDAS, 126 of 179 (70.4%) were
classified by the expert as remission, serologically active
or low disease activity (Fig. 2). The main reasons for dis-
crepancies in the group that did not fulfil the definition of
LLDAS were the presence of new clinical features com-
pared with the previous visit and a SLEDAI-2K score >4,
in 74 (58.7%) and 59 (46.8%) patients, respectively.
More detailed information about discrepancies is shown
in Table 3. We also analysed the items of the SLEDAI-2K
exceeding 4 points (Supplementary Table S2, available
at Rheumatology online).

We adjusted the following criteria of the LLDAS definition
to determine whether there was a variation in agreement:
prednisone dose to 5 mg/day, clinical SLEDAI-2K < 4, exclu-
sion of the criteria ‘no new features of lupus disease activity
compared with previous assessment’ and the combination
of the three. The adjustment that brought about the most
significant increase in agreement was the exclusion of the
comparative features with the previous visit, with agreement
going from 71.4% to 82.6% (95% CI 81.61, 83.96) with a
Cohen’s k of 0.45 (IQR 0.36-0.55). Lowering the cut-off
point of prednisone to 5 mg/day did not change the level of
agreement or produce a significant change in the percent-
age of patients in the LLDAS (Table 4).

Discussion

Treating a disease to an objective target state has been
applied in the management of several chronic illnesses
such as diabetes mellitus, hypertension and hyperlipid-
aemia. This T2T approach has been implemented in dif-
ferent rheumatic diseases, including RA, PsA and SpA,
in which the optimal target is generally considered the
lowest level of activity achievable (remission or low dis-
ease activity) [3, 22, 23]. This approach, together with
tight monitoring and control, have substantially changed
the course of these diseases, with better long-term out-
comes [24].

In the last few years there has been increased interest
in adopting a similar therapeutic strategy for SLE and
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Fic. 1 Agreement between the LLDAS and physician classification as remission/low disease activity

Concordance Discordance
++ /- -+ +/-
60,5 % 10,9 %
n=292 n=53

Overall agreement=71,4 %

+I+ LLDAS/ Physician classification as remission or low disease activity
-I- No LLDAS/ Physician classification as NO remission or low disease activity
-I+ No LLDAS/ Physician classification as remission or low disease activity

+I- LLDAS/ Physician classification as NO remission or low disease activity

Fic. 2 Comparison of LLDAS and expert opinion

Remission/low activity LLDAS Remission/low activity
n=126 (70,4%) 63% n=292 (96,1%)
Moderate/high activity n= 304 Moderate/high activity
n=53 (29,6%) n=12 (3,9%)

TasLe 3 Reason for disagreement between patients who did not fulfil the LLDAS definition and physician assessment as
remission or low disease activity

Descriptors of disease activity LLDAS not
achieved, n (%)

(N =126%)

SLEDAI-2K <4, with no activity in major organ systems (renal, CNS, cardiopulmonary, vasculitis, haemolytic 59 (46.8)

anaemia, fever) and no gastrointestinal activity

No new features of lupus disease activity compared with the previous assessment 74 (58.7)

PGA (scale 0-3) <1 4 (3.3

Immunosuppressive medications

Current prednisolone (or equivalent) dose <7.5 mg/day 16 (12.7)

Well-tolerated standard maintenance doses of immunosuppressive drugs and approved biologic agents,
excluding investigational drugs

new concepts of remission and low disease activity have irreversible effects of treatments. Thus the definition of
emerged. The ultimate goal in SLE is long-term survival remission and low disease activity in SLE includes both
and the prevention of organ damage, with adequate con- the activity and treatment domains as well as the expert

trol of disease activity and management minimizing the assessment (scale 0-3) [2, 4, 5].
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TasLe 4 Agreement between expert opinion of remission/low activity and the LLDAS or modified LLDAS

Expert opinion Agreement, % (95% CI) Cohen’s « (IQR)

LLDAS original definition
(@) LLDAS modified: cSLEDAI-2K <4 excluding serology
(b) LLDAS modified: prednisone <5 mg/day

(c) LLDAS modified: excluding ‘no new clinical features compared with previous’

LLDAS modified (a), (b) and (c)

71.4(70.17, 70.54) 0.3 (0.22-0.37)
74.2 (72.34, 75.66) 0.23 (0.18-0.36)
70.3 (68.75, 72.04) 0.29 (0.21-0.36)
82.6 (81.38, 83.96) 0.45 (0.36-0.55)
80.75 (79.14, 82.29) 0.42 (0.33-0.51)

The current definition of the LLDAS has been validated
prospectively and shown to be associated with reduced
flare rates and damage accrual in different international
SLE cohorts [5, 7-9, 15, 25-32)]. The protective effect of
the LLDAS on damage accrual has also been demon-
strated in the early stages of SLE in different inception
cohorts [8, 27, 29]. A multicentre study in the UK
described that the achievement of the LLDAS and remis-
sion was also associated with a significantly lower risk of
severe flare/new damage in childhood SLE [9]. As im-
portant as the aforementioned is, the demonstration that
achievement of the LLDAS is associated with a signifi-
cant reduction in mortality in SLE patients, including
those newly diagnosed [8, 32]. It has also been seen
that the LLDAS has a favourable impact on other out-
come measures, such as a better health-related quality
of life [30, 32-34], better pregnancy outcomes [35] and
decreased direct hospital healthcare costs [36]. All these
associations make the LLDAS a useful tool for a real-
world T2T setting.

In the first visit of our study, around two-thirds of the
patients met the LLDAS definition while the different cat-
egories of remission were reached in 24.4% and 54.4%
for complete remission and clinical ROT, respectively.
These remission and LLDAS rates are similar to rates
previously reported in Europe [25, 37]. Although remis-
sion is a more ambitious goal, it is more difficult to
achieve and maintain over time [16].

In this analysis, we evaluated the agreement of the
LLDAS definition with the physician’s expert opinion of re-
mission/low activity. We applied the LLDAS definition to
our cohort of patients and, at the same time, asked the
treating clinician to classify the patient into five different
categories (remission, serological activity, low, moderate
or high activity). The overall agreement between these
two evaluations was fair. Although the agreement in the
group in the LLDAS was 96%, there was an important
percentage of patients that physicians considered in re-
mission or low activity but did not reach the LLDAS defin-
ition. This can indicate that clinicians may think that
patients are in remission/low activity when they are not in
the LLDAS and therefore are at risk of damage accrual.
This finding suggests that clinicians should use the
LLDAS as a T2T goal in clinical practice as the LLDAS
achievement has been associated with better outcomes.

Further analysis revealed that the main reasons for this
disagreement were the presence of new features of
lupus disease activity compared with the previous

https://academic.oup.com/rheumatology

assessment (58.7% of cases) and the non-fulfilment of
SLEDAI-2K <4 (46.7%). Only in 16 (12.7%) of those
patients, the reason for the disagreement was the fact
that they were taking >7.5mg/day of prednisone. One
explanation could be that they were receiving >7.5mg/
day for another reason and that therefore the physician
considered the patient in remission or low activity from
the point of view of SLE.

When we analysed in detail the domains of the SLEDAI-
2K score of those patients exceeding 4points, we
observed that around two-thirds of them had serological
activity (positive anti-dsDNA antibodies or hypocomple-
mentemia) with another clinical manifestation. This can
suggest that physicians do not give the same kind of
weight to these serological domains when evaluating low
disease activity. On the other hand, it is known that the
SLEDAI-2K score does not discriminate the severity of a
clinical manifestation while the treating physician does.
Physicians may not qualify stable persistent clinical mani-
festations as important forms of disease activity.

On the other hand, based on our findings, we think
that serologic findings may play an excessive role in the
achievement or not of the LLDAS, as frequently active
manifestations such as arthritis or mucocutaneous in-
volvement are allowed in the LLDAS as long as there is
no serological activity, while neither of them is allowed
to classify as LLDAS in serologically active patients.
Thus the LLDAS is more stringent in serological active
than in serologically quiescent patients. In fact, in
patients with hypocomplementemia and positive anti-
dsDNA, no clinical activity is allowed for the LLDAS.

Another important observation is that almost two-
thirds of the patients who did not fulfil the LLDAS and
who the physician considered in remission or low dis-
ease activity had different clinical manifestations com-
pared with a previous assessment. This is explained by
the heterogeneity of the disease itself, as it can be pre-
sent in different clinical forms. Also, we did not establish
a minimum period of time to compare visits, so a second
visit could have been distant in time with respect to our
baseline visit. Thus when we analysed a change in the
LLDAS definition by eliminating ‘no new features of lupus
disease activity compared with the previous assess-
ment’, this led to an increase in agreement between the
LLDAS definition and the physician’s opinion. However,
further analysis is needed to see how this change in the
LLDAS definition could affect damage prevention and
other outcomes.

1167

€20z AN $0 uo Jasn oBIA ap apepisiealun - oBIAN Ag 900+999/291 L/€/29/oI0IHE/ABOjojeWwNaYL/WO"dNo"oIWapEeD.//:SAlY Wol) papeojumoq



Irene Altabas-Gonzalez et al.

The prednisone dose cut-off point of 7.5mg/day in the
LLDAS definition would be deemed by many to be an
unacceptably high maintenance dose to classify a pa-
tient as low disease activity. as the harmful long-term
effects of this therapy, even at low doses, are well
known. We observed that a modification in the cut-off
point of the prednisone dose in the LLDAS to 5mg/day
does not imply an important change regarding the origin-
al definition in our cohort, neither in the percentage of
patients fulfilling the LLDAS definition nor in the agree-
ment with the expert rheumatologist’s assessment. The
daily prednisone dose of 5mg is the same as in the
DORIS definition of remission and the lowering of the
permitted threshold to 5mg might have a significant fa-
vourable impact in future damage.

Our study is limited by the cross-sectional design of the
first visit. The current study is only the baseline analysis of
the cohort and the longitudinal stage of our project will
allow us to assess the impact of maintaining remission and
the LLDAS over time, as well as the impact of maintaining
these states according to the physician’s classification on
different long-term outcomes such as damage, hospitaliza-
tion and quality of life.

In conclusion, we found that the LLDAS is a feasible
target in the T2T strategy in the management of SLE
patients. The overall agreement between the LLDAS and
the physician’s expert opinion about SLE activity is fair,
although improves considerably in patients who achieve
the LLDAS. The main reasons for the discrepancy in
patients who do not achieve the LLDAS are the appear-
ance of clinical manifestations different from the ones in
the previous evaluation and a SLEDAI-2K score >4,
mainly based on serological activity. This discrepancy
implies a greater number of patients considered in low
disease activity by the physician when the patient really
is not in the LLDAS, so the LLDAS is a more stringent
tool than the physician’s opinion in defining low SLE ac-
tivity. This suggests we should use the LLDAS as a T2T
goal in clinical practice.
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