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New insights into the [Nat Rev Rheumatol. 2016;12(12):716-30.]
Immunopathogenesis of systemic

lupus erythematosus
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New therapies for systemic lupus
erythematosus — past imperfect,
future tense [Nat Rev Rheumatol. 2019;15(7):403-12.]

« BHERZIERY: Rituximab, Belimumab
« Humanized anti-CD20

« Humanized anti-CD19
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Table 2 | Ongoing clinical trials of new therapies for systemic lupus erythematosus
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anti-IFNa antibodies *Treatment response s assessed by BICLA
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O:Qd'lumab . 750 participants  response at 52 weeks
and veltuzum,
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500 participants  response at 57 weoks



New insights into the role of

antinuclear antibodies in systemic

lupus erythematosus

Anti-DNA antibodies
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[Nat Rev Rheumatol. 2020;16(10):565-79.]
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The immune cell landscape in kidneys of patients
with lupus nephritis

IFN score

Diffusion component 2

[Nat Immunol. 2019;20(7):902-14.]
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Cumulative distritxtion
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Tubular cell and keratinocyte single-cell
transcriptomics applied to lupus nephritis reveal
type | IFN and fibrosis relevant pathways

[Nat Immunol. 2019:20(7):915-27.]
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PD-1"NCXCR5~ T peripheral helper cells promote « AMP-SLET®PBMC-CDA4+TH#EAT (n=52)

B cell responses in lupus via MAF and IL-21 . PD-1NCXCR5-CD4* T cellASLE C2Z 4 (34
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Personalized Immunomonitoring Uncovers
Molecular Networks that Stratify Lupus Patients

3? | SLE Cohort

Supervised' Analyses
Linear Mixed Models

' Disease a2
' =—=—r——rTm ) '
r . Healthy
> S —— "' 3
SLE

IFN Response

Plasmablasts

' Nephritis

| 5 o
Ll Gl ol % ’
i Lo 3

' &8 o P & ® '
' & F & F |
| & TS Neutrophils:

|

|

Personalized
Immunomonitoring

[Cell. 2016;165(3):1548-50.]
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Integrated, multicohort analysis reveals unified signature of
systemic lupus erythematosus (ciinsight. 2020;5(4):e122312.]
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Single-cell RNA sequencing sheds light on
cell-type specific gene expression in immune cells [Nat Rev Rheumatol. 2022;18(7):363]

[Perez RK, et al, Science. 2022:376(6589):eabf1970.]
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[Yazar S, et al. Science. 2022:376(6589):eabf3041.]
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BB 3. Type | IFN

. [2018 NRR type 1 IFN]
« [2020 Immunity ExFO AFC]



Type | interferon in rheumatic diseases
[Nat Rev Rheumatol. 2018:14(4):214-28.]
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Type | interferon in rheumatic diseases
[Nat Rev Rheumatol. 2018:14(4):214-28.]

Type 1 interferon & SLE initiation
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. Type 1IFN & vs & & EbE ([5] Genes Immun. 2015;16:15-23., [47] (Arthritis Res. Ther. 2010:12:R151.), PRKG1, PNP, ANKSIArisk loci RXE. 415 [£DC & NK D1
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« SLETIZ, Miktype 1 IFN activityhVEEEREE £ BET 5 ([2] PNAS 2003:100:2610-15.). Retrolc & % &, SactivityBE TE, CNS, MEKEFZNELEDEREFRD % [2].
LA L, IFN siglZSLEDflare% F8) 12 L % Uy ([84] ARD 2009:;68:1440-46., [85] Lupus 2009:18:980-89.).
BEBRIZCXCL10, CCI2, CCIIITFREND(IFNUADERZIBRICES T 2D TlEhWLWAEHEB X 5) ([86] AR 2009;60:3098-107).
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Plasmacytoid Dendritic Cells and Type | Interferon

Promote Extrafollicular B Cell Responses to
Extracellular Self-DNA

Anti-dsDNA

[Immunity. 2020;52(6):1022-38.]
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