
disease duration, immunosuppressant use and number of
immunosuppressants, and disease activity. Variables were tested
for collinearity before running the model.
Results More than 95% of patients were prescribed AMs dur-
ing the course of SLE (n=435/455). 98/435 (22.5%) discon-
tinued AMs, of which 32 (32.6%) due to retinopathy.
Cutaneous reactions (16/98, 16%) and GI intolerance (15/98,
15%) accounted for the majority of the remainder, with a
non-trivial subset exhibiting noncompliance (9/98, 9,1%). Clin-
ical characteristics according to AM therapy status are shown
in Table 1; organ damage according to the same definitions is
shown in Figure 1. Patients with no AM exposure exhibited a
severe phenotype, with more neurological involvement, vascu-
litis, and higher SDI scores (p<0.01). At last follow-up,
patients stopping AM therapy were less likely to be in ste-
roid-free remission (p< 0.01). Retinopathy remained associated
with higher age at Cox regression (p=0,03). Stopping AMs,
due to any reason, remained associated at multivariate analysis
with a meaningful damage accrual (p=0,004) and with gluco-
corticoid use at last follow-up (p<0.001).
Conclusion Antimalarial discontinuation in SLE is associated
with higher damage accrual, lower rates of complete remission
and with glucocorticoid intake at end of follow-up. Retinop-
athy accounts for only a third of discontinuations. Every
effort should be made by practitioners to enhance antimalarial
coverage, retain this class of drugs, and monitor compliance.

PO.6.130 RAPID EFFICACY OF ANIFROLUMAB IN MULTIPLE
SUBTYPES OF RECALCITRANT CUTANEOUS LUPUS
ERYTHEMATOSUS PARALLELS DISCRETE CHANGES IN
TRANSCRIPTOMIC AND CELLULAR BIOMARKERS

1LM Carter, 1Z Wigston, 2P Laws, 1EM Vital*. 1Leeds Institute of Rheumatic and
Musculoskeletal Medicine, University of Leeds ~ UK; 2Leeds Teaching Hospitals NHS Trust ~
Leeds ~ UK

10.1136/lupus-2022-elm2022.151

Background Cutaneous lupus eyrthematosus (CLE) is fre-
quently refractory to immunosuppressive therapies including
B-cell depletion, but this varies by morphology with the
chronic discoid (DLE) subtype being particularly resistant.
Local production and response to type-I interferon (IFN-I) is
implicated in all subtypes of CLE. Therapeutic blockade of
the IFN-I receptor with anifrolumab has direct effects on
IFN-I signaling, and subsequent more widespread effects on
other immune functions regulated by IFN-I.

Response to anifrolumab by lesion subtype have not
been described, and it is unclear which effects of IFN-
blockade are responsible for cutaneous response. We
hypothesise that the efficacy of anifrolumab will differ

dependent on the relative contribution of direct IFN-I
effects vs. the downstream immunostimulatory effects of
IFN-I on other immune functions.
Objectives To evaluate the effect of anifrolumab on (i) rituxi-
mab-refractory CLE; (ii) on DLE; (iii) to compare clinical
responses with IFN-specific biomarkers and transcriptomic
evaluation of broader immune responses; (iv) to compare early
and late immunophenotypic and clinical responses.
Methods SLE patients with active recalcitrant CLE received
anifrolumab 300 mg IV every 4 weeks and evaluated using
the Cutaneous lupus erythematosus disease area and severity
index (CLASI) and dermatology life quality index (DLQI). Flu-
orescence intensity of tetherin (CD317), a cell surface inter-
feron biomarker, was evaluated by multiparameter flow
cytometry of peripheral blood mononuclear cells (PBMCs).
Previously validated IFN-Scores-A and B, in addition to gene
expression scores annotated to Inflammation, Myeloid lineage
and Plasmablasts modules [3], were measured in PBMCs using
customised Taqman array at serial time points.
Results 7 patients (DLE n=5, chillblain/nodular vasculitis n=
1, subacute CLE n=1) have commenced therapy. Median
number of previously failed standard therapies is 6, including
rituximab in 6/7 patients, belimumab in 2/7 and thalidomide
in 4/7. Three patients required long-term oral prednisolone
>10 mg daily. Median baseline CLASI activity score was 17
and DLQI was 17/30.

Rapid clinical responses were evident at 1 month, with
more rapid effects observed in patients with SCLE and DLE
compared with chillblain lesions. Median fall in CLASI activity
score at 1 month was 6 points with a median percentage
change from baseline of 31%. In all patients, a rapid and
marked suppression of IFN-Score-A (mean difference 2.92,
p<0.01) and plasmablast tetherin (p=0.01), was evident by 1
month. Small and variable downward trends were observed in
Inflammation- and IFN-Score-B (p=0.06), Myeloid (p=0.27)
and Plasmablast (p=0.15) -annotated gene expression scores.
Major cell population numbers were proportionally unaltered
in flow cytometry.
Conclusions These preliminary results suggest that anifrolu-
mab: (i) may be effective in rituximab-resistant CLE, (ii) is
effective in DLE; (iii) rapidly suppresses IFN-I response, but
with lesser effects on non-IFN immune biomarkers and (iv)
early direct effects on IFN-I are associated with rapid clinical
response.

PO.6.131 A RANDOMIZED, DOUBLE-BLIND, PLACEBO
CONTROLLED STUDY OF THE SAFETY, TOLERABILITY,
PHARMACOKINETICS, AND PHARMACODYNAMICS OF
ALPN-303, A POTENT DUAL BAFF/APRIL INHIBITOR, IN
ADULT HEALTHY VOLUNTEERS

1P Harrison, 2J Lickliter, 1S Dillon*, 1K Manjarrez, 1A Smith, 1M Lessig, 1R Sanderson,
1A Chunyk, 1H Zayed, 1S Peng. 1Alpine Immune Sciences, Inc. ~ Seattle ~ USA; 2Nucleus
Network ~ Melbourne ~ Australia

10.1136/lupus-2022-elm2022.152

Background Therapeutic agents targeting the B-cell cytokines
B-cell activating factor of the TNF family (BAFF) and/or a
proliferation-inducing ligand (APRIL), including the monoclo-
nal antibody belimumab and the wild-type (WT) TACI-Fc
fusion proteins atacicept and telitacicept, have demonstrated
promising clinical potential in rheumatic diseases like systemic
lupus erythematosus (SLE) and/or other B-cell-related diseases

Abstract PO.6.129 Figure 1 Antimalarial therapy status – SDI
distribution
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such as autoantibody-related nephritides. ALPN-303 is an Fc
fusion protein of a variant, engineered TACI domain which
mediates significantly more potent inhibitory activity than WT
TACI-Fc or BAFF- or APRIL-specific monoclonal antibodies,
with enhanced pharmacokinetic (PK) and immunomodulatory
properties versus WT TACI-Fc in preclinical studies.1,2 ALPN-
303 may therefore significantly improve clinical outcomes in
SLE and other B-cell-related diseases.
Purpose To evaluate the safety, tolerability, PK, and pharma-
codynamics (PD) of ALPN-303 in adult healthy volunteers
(HV).
Methods In this first-in-human study (NCT05034484), adult
HVs are enrolled in single ascending dose cohorts of intra-
venously (IV) or subcutaneously (SC) administered ALPN-
303. For each IV cohort, the first 2 subjects are randomized
1:1 to receive ALPN-303 or placebo, followed by the
remaining 4 subjects randomized 3:1 to receive ALPN-303
or placebo. For each SC cohort, HVs are randomized 4:2
to receive a single SC dose of ALPN-303 or placebo. All
subjects are followed to assess safety and PK of ALPN-303,
to measure levels of circulating immunoglobulins (Ig), and
to characterize leukocyte populations in peripheral blood by
flow cytometry.
Results ALPN-303 has been well tolerated in all IV and SC
cohorts evaluated to date, and overall exhibits dose-related PK
and expected PD effects on circulating Ig levels, including
reductions in serum Ig (Figure 1). To date there have been no
treatment-related serious adverse events, no infusion-related
reactions, and no adverse trends in safety laboratory parame-
ters reported in any of the dosed cohorts. The remainder of
dose escalation is expected to be completed by the time of
the meeting; the presentation will include all available safety,
PK, and PD (circulating Ig and B-cell population) data.

Conclusion In this first-in-human study, ALPN-303 to date
demonstrates acceptable preliminary safety and tolerability, and
exhibits expected PD effects on circulating Ig. These findings
support future clinical development of ALPN-303 in patients
with SLE and/or other B-cell- and/or autoantibody-related
diseases.
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PO.6.132 A PHASE 2B STUDY OF AFIMETORAN (BMS-986256) IN
PATIENTS WITH ACTIVE SYSTEMIC LUPUS
ERYTHEMATOSUS (SLE): OPTIMIZATION OF A LUPUS
CLINICAL TRIAL DESIGN
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USA; 2Oklahoma Medical Research Foundation, Arthritis and Clinical Immunology Research
Program ~ Oklahoma City, OK ~ USA; 3Hospital for Special Surgery, Mary Kirkland Center
for Lupus Research ~ New York, NY ~ USA

10.1136/lupus-2022-elm2022.153

Purpose Activation of toll-like receptor (TLR)7/8 by self-RNA
induces production of type I interferon and several other
proinflammatory cytokines, which may contribute to the path-
ophysiology of SLE and other related autoimmune diseases.
Afimetoran, a potent, selective, oral small-molecule inhibitor
of TLR7/8, was developed for potential treatment of autoim-
mune diseases and has shown robust efficacy and improved
survival in murine models of established and advanced lupus
(Dudhgaonkar et al. ACR Convergence 2021. Abstract 0470).
In healthy volunteers, afimetoran demonstrated favorable phar-
macologic and safety profiles (Harrison et al. ACR Conver-
gence 2021. Abstract 1771). These results suggest afimetoran
may offer a novel therapeutic approach for the treatment of
patients with SLE. Applying lessons from previous clinical
studies, we optimized a clinical trial design to determine
whether TLR7/8 inhibition with afimetoran leads to clinical
improvement in SLE disease activity.
Methods Approximately 344 patients with active SLE on
standard medications are being randomized 1:1:1:1 to receive
oral afimetoran dose level (DL) 1, DL2, DL3, or placebo
once daily for ~48 weeks (Figure 1). The primary endpoint is
response rate per the SLE Responder Index (SRI[4]) at Week
48. Secondary endpoints include SRI(4) response with cortico-
steroid (CS) reduction and maintenance to £ 7.5 mg per day,
British Isles Lupus Assessment Group-based Composite Lupus
Assessment response, reduction in Cutaneous Lupus Erythema-
tosus Disease Area and Severity Index scores, reduction in
counts of swollen and tender joints, patient-reported out-
comes, and afimetoran safety and tolerability.
Results Lessons learned from failed clinical trials and best
practices from recent successful trials are being adopted in this
study. This study includes modified eligibility criteria, requiring
adequate disease severity to ensure observed improvements are

Abstract PO.6.131 Figure 1 Single dose ALPN-303 preliminarily
reduces serum Ig in a dose-dependent manner in adult healthy
volunteers

Abstract PO.6.132 Figure 1
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