PROGRESSION FROM CUTANEOUS TO SYSTEMIC LUPUS ERYTHEMATOSUS:
A SYSTEMATIC LITERATURE REVIEW

Barinder Singh?, Navdeep Kaur? , Sumeet Attri¢, Gagandeep Kaur?
lIPharmacoevidence, London, UK, IPharmacoevidence, Mohali, India

%‘Background

®* A broad spectrum of dermatological signs are included in cutaneous lupus erythematosus (CLE), which may or may not be linkec
systemic lupus erythematosus (SLE), cutaneous signs of lupus erythematosus (LE) develop first, and in certain cases, CLE subty

®* SLE a systemic autoimmune disease involves multisystemic involvement and wide variety of cutaneous pathologies are linked to

(@)-Objective

* The systematic literature review (SLR) aims to investigate the transition rate from CLE to
SLE and the associated risk factors

—I\/Iethodology

* A systematic search was performed across EMBASE® and MEDLINE® databases to
identify relevant English studies published between from 2001 to May 2023 providing
CLE to SLE progression rate and risk factors in accordance with Preferred Reporting
ltems for Systematic Reviews and Meta-analyses (PRISMA) guidelines, Cochrane
Handbook and National Institute for Health and Care Excellence standard approach for
conducting reviews. The prespecified eligibility criteria is presented in Figure 1

* Two Independent reviewers reviewed each study, and a third reviewer resolved
disagreements. The analysis was performed using Stata-17 software

Population Intervention and comparator

Adults with cutaneous No restriction

lupus erythematosus

Qutcome

The transition rate from CLE
to SLE and the associated
risk factors

Study design
e Case-control

« Cohort (prospective
and retrospective)

e Cross sectional

CLE: Cutaneous lupus erythematosus; SLE: Systemic lupus erythematosus

Figure 1: Eligibility criteria for selection of evidence

21 _Results

* APRISMA diagram for the screening process is presented in Figure 2

* Among the 637 publications identified and screened, 21 studies reported the
progression rate of adult CLE patients to SLE

® The sample size ranged from 35 to 20,878 (seven studies with <30 patients were
excluded)

®* The rate of CLE to SLE progression ranged from 4.3% to 57.1% among the included
21 studies.

®* Studies varied in terms of geography (Figure 3), design (Figure 4), sample size (Figure
5) and diagnostic criteria (Figure 6)
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Figure 2: Flow of studies through the systematic literature review
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Figure 3: Geographic distribution across the included studies
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Figure 5: Sample size distribution across the included studies
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Figure 6: Diagnostic criteria across the included studies

A meta-analysis of included studies revealed an estimated 15% rate of CLE to SLE
progression (Figure 7)
Study Name ES (95% CI) Weight (%)
Fredeau 2023 — 0.18 (0.13, 0.25) 4.91
Yang 2022 - 0.08 (0.06, 0.11) 5.34
Black 2021 & 0.11 (0.06, 0.19) 4.84
Chanprapaph 2021 DS 0.10 (0.04, 0.22) 4.33
Baek 2020 - : 0.04 (0.03, 0.06) 5.45
Walocko 2020 — 0.17 (0.10, 0.28) 4.31
Walocko 2019 . 0.15 (0.08, 0.26) 4.23
Drenkard 2019 - : 0.05 (0.03, 0.09) 5.33
Petersen 2018 aall 0.12 (0.10, 0.14) 5.46
Hall 2017 ! - 0.23 (0.22, 0.23) 5.49
Rees 2015 - 0.14 (0.12, 0.17) 5.41
Wieczorek 2014 — 0.17 (0.10, 0.27) 4.43
Wieczorek 2012 * 0.15 (0.09, 0.24) 4.58
Al-Saif 2012 Sl 0.11 (0.05, 0.21) 4.49
Gronhagen 2011 - 0.13 (0.11, 0.15) 5.40
Insawang 2010 : - 0.21 (0.15, 0.29) 4.71
Durosaro 2009 _‘E_ 0.12 (0.08, 0.18) 5.04
Murphy 2019 - 0.08 (0.04, 0.16) 4.88
Puaratanaarunkon 2022 | 0.29 (0.20, 0.41) 3.87
Wolff 2020 ! 0.57 (0.41, 0.72) 2.86
Walker 2023 % 0.15 (0.09, 0.24) 4.63
Overall (12 = 97.52%, p = 0.00) <> 0.15 (0.11, 0.19) 100.00
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Fi.gure 7. Fore75t. plot for rate of CLE to SLE progression
The risk factors for progression were reported in 16 studies. The most common factors
associated with SLE development were positive antinuclear antibody (ANA), female gender,
earlier age onset, hematologic abnormalities, joint involvement, lupus erythematosus specific
skin lesions, presence of immunologic disorders, mucocutaneous criteria, the total number of
ACR criteria, SLICC immunologic criteria and total criteria and generalized discoid lupus
erythematosus (DLE)
This study provides a broader range and meta-analyzed estimates for progression
of CLE to SLE
A considerable proportion of CLE patients move to SLE, and this study advocates
the need for continuous monitoring of CLE patients
This study also highlights the need for further research to understand the impact of
transition from CLE on SLE trial outcomes

Large-multicenter studies are needed better to understand CLE to SLE transition

rate and risk factors
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