Response to: ‘Achieving lupus low disease
activity and remission states under belimumab
in refractory systemic lupuserythematosus: time
and organ involvement matter’ by Sbeih et al
We thank Sbeih et al for their interest in our work. In their
correspondence, they show longer time taken to achieve the
Lupus Low Disease Activity State (LLDAS) and ‘remission’ than
the Systemic Lupus Erythematosus Responder Index-4 (SRI-4)
endpoint in a case series of 50 patients with SLE and active
disease treated with intravenous belimumab 10 mg/kg.1 Sbeih et
al state that the analyses we undertook in the study by Oon et
al,2 which was a post hoc evaluation of BLISS-52 and BLISS-76
trials for the LLDAS endpoint, ‘lack data on the time needed to
achieve LLDAS…’. However, this is not correct. In supplementary figure 1A) of the publication by Oon et al, we show a longer
time taken to achieve LLDAS than SRI-4 in the belimumab
10 mg/kg arm, with the difference between drug and placebo
first reaching statistical significance at week 52 for LLDAS and as
early as week 24 for SRI-4 in the BLISS-52 trial. In the BLISS-76
trial, the difference between treatment (belimumab 10 mg/kg)
and placebo arms reached statistical significance for both LLDAS
and SRI-4 endpoints at week 52 and not before.
We note the higher frequency of attainment of LLDAS in the
study by Sbeih et al than in our study by Oon et al. Notwithstanding the different population and study design, we also
wonder how the LLDAS criteria were applied by Sbeih et al.
As noted by Parodis and Nikpour, subtle differences in assessment of LLDAS criteria, for example, the determination of ‘no
new activity’ in Criterion 2, may alter the overall assessment of
LLDAS.3
Through Kaplan-Meier analysis, Sbeih et al show faster
control of articular activity than cutaneous activity. This was not
an analysis included on our publication by Oon et al but could
be the subject of further post hoc analyses of the BLISS-52 and
BLISS-76 datasets.
Finally, in the study by Oon et al, we did not evaluate the
attainment of remission in the BLISS-52 and BLISS-76 studies,
although we likewise feel that such analyses would be highly
informative. Sbeih et al have not specified which one of the eight
definitions of remission proposed by the Definition of Remission
in Systemic Lupus Erythematosus task force was used in their
study.4 These definitions differ in inclusion of serological activity
and use of immunosuppressives. Having so many definitions of
remission presents a challenge in analysis of studies using ‘remission’ as an endpoint. To enable interpretation of results among
studies, it is important to specify the exact definition of remission used.

In summary, both the observational study by Sbeih et al and
the post hoc analyses of BLISS clinical trial data by Oon et al
show that the attainment of a more stringent endpoint such as
LLDAS takes longer to achieve than the SRI-4. This has implications for use of LLDAS as an endpoint in clinical trials and also
as a treatment target in clinical practice.
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