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TL optlovpe we «E€apon» oto ZEA

" A flare is a measurable increase in disease activity in one
or more organ systems involving new or worse clinical signs

and symptoms and/or laboratory measurements.

It must be considered clinically significant by the assessor and
usually, there would be at least consideration of a change
or an increase in treatment "

Ruperto N, et al. Lupus. 2011; 20: 453-62

LUPUS

Foundation of America, Inc.



Mild/Moderate flare

Moocotikomnoinon twv e€apocwv o acBeveic pe ZEN

Increase in SLEDAI by 23 points (but
not to >12 points)

New or worse: discoid, photosensitive,
profundus, cutaneous vasculitis, bullous
lupus, nasopharyngeal ulcers, serositis,
arthritis, fever

Increase or added prednisone, but to
<30 mg/day (equivalent)

Added NSAID or HCQ (for SLE activity)

Increase in PhGA by =1 (but not to >2.5)

Petri M et al. N Engl J Med 2005;353



Moocotikomnoinon twv e€apocwv o acBeveic pe ZEN

Mild/Moderate flare Severe flare

e Increasein SLEDAI to >12 points

New/worse: CNS-SLE, vasculitis, nephritis,
myositis, platelet <60.000/uL, hemolytic
anemia (Hb <7 g/Lor | Hb >3 g/L)

(* requiring doubling of prednisone dose or 230 mg/day
or hospitalization)

e Increase or added prednisone to 230mg/day
equivalent
e Pulses of IV methylprednisolone

e Added CY, AZA, MTX or MMF
e New biological drugs
e Hospitalization due to SLE activity

e Increase in PhGAto >2.5

Petri M et al. N Engl J Med 2005;353



H nAsoPndia twv aocBevwv pe ZEN akoAovOei to mpotumno Ue
evaAAayEg «e€APOEWV» Kol «UPECEWV»
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QVOOOKATAOTAATIKA

Bertsias G, et al. Lupus. 2016; 25(12):1385-94
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Flares in the Cretan SLE registry (1)

N=354 with moderate/severe SLE and follow-up 26 months - median follow-up time: 66 months

No. patients with no flares, 1 flare or 22 flares:
Any flare* Mild-moderate* Severe*

No flares 29 61 90
One flare 56 94 80
>2 flares 269 199 184

No. flares per patient

Median 3 2 1
P25 2 1 0
P75 6 3 2

* excluding baseline visit since all patients had flare at baseline

Unpublished data



Flares in the Cretan SLE registry (Il)

Flares as a driver of organ damage in SLE patients

T wild/moderatefares

_ IRR 95% LB  95%UB P value IRR 95% LB  95%UB P value
SDI increase within 6 months 1.33 1.02 1.73 0.0357 1.86 1.37 2.51 0.0001
SDI increase within 12 months 1.23 1.00 1.50 0.0495 1.63 1.29 2.05 0.0000
SDI increase within 24 months 1.28 1.06 1.54 0.0091 1.65 1.33 2.04 0.0000
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AocBeveic og avénmévo kivdouvo yia e€apon ZEN

Risk factors

Ethnicity (African-American, OR 1.8)
Younger patients (<25 years) (HR 2.1)
Early disease (<3 years)

Previous disease activity (OR 1.42 per 1-unit SLEDAI; neurological [OR 10.9, HR
2.5-3.1]; renal [HR 2.0-4.8]; vasculitis [HR 1.7-1.8]; thrombocytopenia)

Need for glucocorticoids (OR 2.4) or immunosuppressive agents (HR 3.2) during
the previous year

Withdrawal or no use of HCQ (OR 2.5)

Immunologic activity ({, C3/C4 and/or I anti-dsDNA, OR 2.2-2.8)
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Molecular characterization of SLE by RNA-seq

/\[ SLE patients (n = 148) ] Healthy individuals (n = 58)

Females
Ethnicity (Caucasian)
Age (years)
No. ACR criteria
Physician Global Assessment
Inactive
Mild activity
Moderate/high activity
Major organ involvement
Renal
Hematology
CNS

Cardiorespiratory

Panousis N, et al. ARD. 2018

84%
99%

40114
53%15

32%
12%
56%

24%
18%
11%
6%

Whole blood RNA & DNA

Genotyping
(Infinium CoreExome)
+ 1000G imputation

RNA sequencing
(llumina HiSeq 2000)

bioinformatics
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Changes in transcriptome correlate with SLE activity/severity

PCA analysis of DEGs:
v' PC1 can differentiate active / inactive SLE / healthy individuals
v Low disease activity state is close to the inactive state
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Blood transcriptome analysis during SLE flare (n=65 hospitalized patients)

Key genes:
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Cell-type-specific contributions to SLE activity/flare

A Naive CD4: Plasmablast: Nau: @Naive CD4 @Plasmablast  @Neu
Disease-state Disease-activity Shared PRDMT PTP4A3 1SG15
G daminant daminant (Jaccard index > 0.15) B & i2 ==
g b S =1 34l . * *
ng B T 54_+ * +* 8 +
E% - gr - | * Not significant 52 2 4
gz - h-. " +| * Disease-state only P Y [ S
e g 3 + Disease-activity only & Ef g Flgr
o T 3T .
EE‘? : , e S + Both significant ﬁﬁ sfﬁ \&"Ep
S5 b 5 33 75 6 75 33 5 6 75 3 Diseasestate signature genes =+
Inactive vs, HC (logFC) Disease-activity signature genes == +»
B Disease-state Jaccard similarity index =/ (e+eie)
lineage B
I III I I I 0 I ‘ 233 B Monocyte Examples of activity signatures
Neutrophil .
i DEGlypa * [L12A/B (switched memory B cells [SM B])

E

Z;‘Iﬂ

2

o 075

B

go% IIII.III. * |L18/TNFSF15 (neutrophil lineage)

2ozs

£, * |[L21 and CXCL13 (B-cell antibody production)
Tz

Qr’\ Q%%DQEC‘\D ~£- 5] %ﬁg@\&;@é@

\fq,Q

III IEEE:E%%?J?;'Y * [L1B/CCL2/CCL8 (monocyte lineage)

2o[ECG: Oricalive phosphonylaion meseawe | o Oxidative phosphorylation: enriched
KEGG: All metabolism- - ——— - ———————————— ] . . . .
\ rames £ :'hl B ||I|| mostly in disease-state signatures (e.g., B-
. B s oy F ,KEGG: Ctrat oyl (TCA oycle] lineage cells)
Zs 2 . . . .
5 - ;d‘]_h_l_d_hmuhh « Citrate cycle: enrichment in activity
% ° KEGG; Ribosome signatures (e.g., memory CD8-lineage cells).
B

predominantly in disease-activity

KEGG: All cellular process— - - — - ——— - - ———— = - 30
QEEJJ |I|I Il il "ll I||I * Ribosome and cell cycle (e.g., Thl, NK, and
L I I % I“me Calloycle memory CD8-lineage cells): enriched

10
si
SRR

Nakano et al., 2022, Cell 185, 3375-3389



Transcription factors underly activation of SLE

e Cell cycle regulators (E2F families): strong
enrichment in activity signatures (Th1, NK,
memory CD8-lineage cells, and plasmablasts)
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Distinct immune cell types may contribute to organ-specific SLE activity
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Differential bioactivity from interferons (type I, Il, lll) in active/flaring SLE

Disease Activity
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Immunological deregulations precede the clinical appearance of flare
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* 6 or 12 weeks prior to flare (SELENA_SLEDAI)

* Stable SLE patients exhibited increased levels of the
regulatory mediators IL-10 and TGF-b

* Transcriptome analysis: the early flare group had
differential gene expression in monocyte, T- cell,
interferon, and inflammation modules, as well as
significantly higher frequencies of activated
(aCD11b+) neutrophils and monocytes, and
activated (CD86hi) naive B cells

M.E. Munroe et al. / Journal of Autoimmunity 78 (2017) 70-78; Scientific Reports | (2019) 9:8590



Patients, %

Patients, %

AocBeveic og avénmévo kivdouvo yia e€apon ZEN

Auénuéva emitreda BLyS

Systemic Lupus Erythematosus Flare Index, week 24
807 M Modified SFI Severe Flare (n=77)
66.2% 66.2" M No Flare (n=485)
2 59.7%
60 519%
40
20.8
201
- Any BILAG A score, week 52

M BILAG A
M No Flart

46.2#

Low C3 Low C4 CRP Proteinuria  Anti-dsDNA|
<90mg/dl  <16mg/dl  >3mg/l  20.5g/24h 2200 IU/ml

Flare (n=130)
(n=432)

37.8*

213

BLyS
22 ng/ml

Petri M, et al. Arthritis Rheum. 2013; 65(8):2143-53
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Forecasting impeding SLE flares through measurement of soluble mediators

Net Benefit
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Threshold Probability (%)

AUC Correlation with hSLEDAI @ FU
Effect Size| AUC  95%Cl  p-value|Spearmanr 95% Cl p-value
0.907 |0.755 0.660-0.849 <0.0001] 0434 0.253t00.585 <0.0001

Positive/Negative Cutoff=0

Odds Ratio (95% Cl) Sensitivity Specificity PPV NPV p-value

5.2(2.1-12) 0.67 0.72 0.67 0.72 0.0001

Low Range Cutoff =-6.4 (24% Threshold Probability)

Odds Ratio (95% ClI) Sensitivity Specificity PPV NPV p-value

18(2.6-191) 0.97 0.28 0.54 0.94 0.0003

High Range Cutoff =9.0(76% Threshold Probability)

Odds Ratio (95% ClI) Sensitivity Specificity PPV NPV p-value

9.3 (1.5-107) 0.15 0.98 0.88 0.57 0.0233
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What might be triggering flares in SLE?

Environmental
Exposures

_Genetic
Risk Factors

Gene - Environment
Interaction

Journal of Internal Medicine, 2022, 291; 755-778



Photosensitivity induces the production of type | IFN (IFN-k) by keratinocytes
possibly through RNA damage and TLR-3 signaling
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How can photosensitivity trigger a systemic SLE flare?

Cytokines
Tll17a expression
TCsf3 expression
Neutrophil count
TCXCR4* neutrophils
TICAM1* neutrophils
Lo\ Neutrophil reverse
83" transmigration
Kidney )
Adhension molecules Chemokines
T Vcam1 expression TCxcl12 expression
T Sele expression
Kidney damage Tubular injury
TS5100a9 expression 15100a6 expression
T Proteinuria TLen2 expression

T Albumin:creatinine ratio THaverl expression

Proc Natl Acad Sci U S A. 2021 Jan 19;118(3):e2019097118



Air pollution and SLE disease
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Air pollution and SLE disease
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High NOx 107/68804
I
4]

2 3 4 5 6 7
Adjusted HR (95% CI)

1
8

0.243
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* Remission and “treating-to-target”
* Immunological basis of remission in SLE

* Therapeutic implications



Remission and low disease activity in SLE: consensus-based definitions
with extensive validation (RCTs, RWE)

Features DORIS-remission LLDAS
Main purpose Defines a state of remission in SLE Represents a state of low disease activity in SLE
Disease Activity Score (Clinical SLEDAI=0| [ SLEDAI-2K <4 Jwith no activity in major organ
systems (renal, CNS, cardiopulmonary,
e Objective assessment vasculitis, fever), and no haemolytic anaemia or
gastrointestinal activity
Physician assessment No new lupus disease activity compared with the
\ previous assessment
@ Physician Global Assessment  [<0.5 (0-3
@ Glucocorticoids [Prednisolone <5mg/day or equivalent| [Prednisolone <7.5mg/day or equivalent)
Other treatments Stable antimalarials, Well-tolerated standard maintenance doses
immunosuppressives and biologics of immunosuppressive drugs and approved

biological agents

CNS, central nervous system; DORIS, Definitions Of Remission In SLE; LLDAS, Lupus Low Disease Activity State; RCT, randomised controlled trial; RWE, real-world evidence; SLE, systemic
lupus erythematosus; SLEDAI, Systemic Lupus Erythematosus Disease Activity Index; SLEDAI-2K, Systemic Lupus Erythematosus Disease Activity Index 2000
Arnaud L, et al. Lupus Sci Med 2024;11:e001114



Attainment of the treatment targets is linked to
improved outcomes in patients with SLE

Reduced organ damage accrualt?

Low disease activity and
remission

Reduced flares23

Reduced hospitalisations*

Reduced direct healthcare costs®

Improved HRQOL®

Reduced mortality?3

DORIS, Definitions Of Remission In SLE; HRQOL, health-related quality of life; LLDAS, Lupus Low Disease Activity State; SLE, systemic lupus erythematosus
1. Zen M, et al. Ann Rheum Dis 2015;74:2117-2122; 2. Golder V, et al. Lancet Rheumatol 2019;1:e103-e110;
3. Ugarte-Gil MF, et al. Lupus Sci Med 2021;8:e000542; 4. Reategui-Sokolov C, et al. Lupus 2019:28;1344-1349; 5. Barber M, et al. Ann Rheum Dis 2024;83:1295-1303



Sustained (at least 2 years) achievement of the treatment targets ensures the
highest protection against organ damage

At least

one visit

DORIS 62% of
(remission)  patients

Sustained attainment

22 continuous years: 20% of patients

RR (new damage): 0.53 (95% CI 0.37, 0.75)
86% specificity

LLDAS

(low 93% of
disease patients
activity)

23 continuous years: 28% of patients

RR (new damage): 0.58 (95% CI 0.44, 0.76)
81% specificity

Survival probability
new organ damage

Survival probability

new organ damage

1.01

0.8

0.61

0.41

0.2

1.01

0.8

0.61

0.41

0.2,

DORIS <24 months

DORIS =24 months

0 12 24 36 48 60 72
Months follow-up

p<0.001

LLDAS <36 months
LLDAS =36 months

0 12 24 36 48 60 72
Months follow-up

Cl, confidence interval; DORIS, Definitions Of Remission In SLE; LLDAS, Lupus Low Disease Activity State; RR, relative risk; SLE, systemic lupus erythematosus
Pitsigavdaki S, et al. Ann Rheum Dis 2024;83:464-474



Achievement of the treatment targets correlates with reversal of
inflammatory/genomic perturbations in PBMCs

40g10p

* RNA-sequencing in the peripheral blood of
321 SLE patients

*17.4% in remission (DORIS)
«28.3% in LLDAS (but not DORIS)

LLDAS

-2 00 02
Robust moderated effect size

-Hog10p

Parodis I, et al. Ann Rheum Dis. 2024

DORIS remission

o4

-02 00 02

Robust moderated effect size

Table 3 Summary of relevant mechanisms and supporting evidence

Mechanism

Finding

DNA repair

RNA metabolism

Gene expression

Immune system
Type I IFN

Immune system
TLR pathways

Immune system
Interleukins

Immune system
Inflammasome

Immune system
CTLA-4

Immune system
DAP-12

Immune system
PD-1

Metabolism

Increased in LLDAS/DORIS remission; downregulated in active SLE.

Reduced GG-NER and TC-NER in active renal SLE.

Reduced POLB-dependent long patch base excision repair pathway in active
renal SLE.

tRNA processing and post-transcriptional modification of mRNA
metabolism of non-coding mMRNA associated with LLDAS/DORIS remission.

Reduced caspase-related apoptosis in active renal SLE.
Increased in LLDAS/DORIS remission.
Reduced type | IFN responses in LLDAS/DORIS remission.

No association with active neurological, respiratory, musculoskeletal,
mucocutaneous, or renal SLE.

Associations with haematological activity.
TLRs downregulated in LLDAS/DORIS remission.

Association between SLE activity and TLR1:TLR2 and TLR6:TLR2
heterodimers.

TLR2 associated with active renal SLE.

Activation of TLR3, TLR4, and TLR5S cascades in patients with active disease.

IL-1, IL-4, IL-13, IL-6, IL-7, IL-10, IL-17, and IL-20 family associated with
active SLE.

IL-2, IL-3, IL-5, and GM-CSF signalling associated with LLDAS/DORIS
remission.

Inflammasome and related pathways associated with active SLE.
NLRP3 showed a trend toward an association with active renal SLE.
CTLA-4 pathway upregulated in LLDAS/DORIS remission.

DAP-12-related pathways upregulated in LLDAS/DORIS remission.
PD-1 pathway function increased in LLDAS/DORIS remission.
Acetylation increased in LLDAS/DORIS remission.

Eicosanoid reduction linked to the absence of renal involvement.

Reduction of eicosanoids and leukotrienes linked to LLDAS/DORIS
remission.
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1.
2.
3.
4. Anifrolumab

HCQ
MMF (>AZA)
Belimumab
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Belimumab kat peiwon vnotponwv oto ZEA

Cumulative Probability

0.00 - T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52

eeee Placebo ==<1 mg/kg —10 mg/kg
HR: 0.71 HR: 0.64

WV 36% coBapéc e&aposig

..'.-o.'"

pe®

-
.-.."--F

p=0.0100 p=0.0011

JI"““”
e etee®

Study Week

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2

0.1+

Probability of experiencing LN flare

0.0

Number of patients who experienced an event:
Placebo = 51/196 (26.0%)
Benlysta 10 mg/kg = 28/194 (14.4%)

BEL + ST < ST

o=

P

e

——————

@ Benlysta 10 mg/kg + ST (n = 223)
Placebo + ST (n = 223)

PPN R

=

__________

Placebo, n

Benlysta, n

196
194

Time since dose, weeks

167 154 142 133 131 127 124
175 167 164 161 153 144 139

2EN

Neppitidba JEN

Evioxuu€Evo KALVIKO OpEAOC UE
TTOUPATETAUEVH XPHON TOU PAPUAKOU

Navarra SV, et al. Lancet 2011; 377:721-731;

Furie RA, et al. Arthritis Rheum 2011; 63:3918-3930;

van Vollenhoven RF, et al. Ann Rheum Dis 2012; 71:1343—
1349; Rovin BH, et al. Kidney Int 2022;101:403-413
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Anifrolumab kot peiwon vnotponwyv oto ZEA

Patients with flare (%)

60
55
50
45
40+
35
30
25
20
15
10

5

0-

TULIP-1
-0~ Placebo
=0~ Anifrolumab 300 mg

Hazard ratio 0.76
(95% C1 0.55-1.06)
Nominal P=0.104

TULIP-2
-= Placebo
-~ Anifrolumab 300 mg

Hazard ratio 0.65

(95% CI 0.46-0.91)
Nominal P=0.013

Pooled TULIP
- Placebo
-~ Anifrolumab 300 mg

Hazard ratio 0.70

(95% CI 0.55-0.89)
Nominal P=0.003

Placebo: 119 (21-370) days
Anifrolumab 300 mg: 140 (24-376) days

Median (range) time to first flare in pooled TULIP

Placebo
Anifrolumab 300 mg
Number at risk in Pooled TULIP

Placebo 366
Anifrolumab 300 mg 360

0 - 8 12 16 20 24 28 32 36 40 44 48

Time since first dose in study (weeks)

Number at risk in TULIP-1

Placebo
Anifrolumab 300 mg
Number at risk in TULIP-2

184 181 170 159 149 132 123 120 1M 103 96 91 89
180 180 171 162 151 139 131 124 17 114 105 101 100
182 181 167 159 149 137 120 113 107 98 97 95 91
180 179 175 158 153 147 141 138 130 124 118 116 114
362 337 318 298 269 243 233 218 201 193 186 180
359 346 320 304 286 272 262 247 238 223 217 214

52

70

77
103

147
190

Of patients who achieved sustained glucocorticoid reductions from
210 mg/day at baseline, more remained flare-free with anifrolumab

(40.0% vs. 17.3% with placebo)

Furie R, et al. Lupus. 2021



Molecular basis for the putative disease-modifying
effect of biological agents in SLE (1/2)

: s : weneam. (- 70% Training et
Belimumab initiation ! -sa A raining se

Blood E © —uoo|* 30%Validation set
‘ sampling i ‘ :

® 000 53,y SLE
patients

Time 0 * 6 months
* Belimumab induced widespread GSEA 6 Months ve. Baseline
tra nscriptome cha nges HALLMARK_MITOTIC_SPINDLE
HALLMARK_WNT_BETA_CATENIN_SIGNALING
HALLMARK_G2M_CHECKPOINT
* Suppression of pathways related B HALLIEK AOPOGENESE

to HALLMARK_FATTY_ACID_METABOLISM
HALLMARK_IL2_STATS_SIGNALING

7

Hﬁggg
S

gﬁ&éé

B ” I/” . f ”_ E HALLMARK CHOLESTEROL HOMEOSTASIS
ce S, type |nter ero n; - '; HALLMARK_PI3K_AKT_MTOR_SIGNALING
. . . 2 HALLMARK_COMPLEMENT
6/STAT3 an d neutro p h | I activation 2 HALLMARK_REACTIVE_CXYGEN_SPECIES_PATHWAY (o o2 ) )
IE GOBP_INTERLEUKIN_10_PRODUCTION Timepoint
£ HALLMARK_INFLAMMATORY_RESPONSE | Z:S‘:‘“n':
° Effects more pro nou nced amo ng E HALLMARK_TNFA_SIGNALING_VIA_NFKB
. . £ HALLMARK_IL6_JAK_STAT3_SIGNALING
pat|ents W|th LLDAS g HALLMARK_OXIDATIVE_PHOSPHORYLATION =R o0 -
172} GOBP_NEUTROPHIL_MEDIATED_CYTOTOXICITY
G GOBP_NEUTROPHIL_MEDIATED_KILLING_OF_SYMBIONT_CELL
° Amelioration of the SLE GOBP_MYD88_DEPENDENT TOLL LIKE_RECEPTOR_SIGNALING PATHWAY
HALLMARK_INTERFERON_GAMMA_RESPONSE
’ ihil: ? 3 H HALLMARK_INTERFERON_ALPHA RESPONSE
susceptlblllty Slgnature In the GOBP_B_CELL_RECEPTOR_SIGNALING_PATHWAY
GOBP_COMPLEMENT _ACTIVATION
LLDAS group GOCC_IMMUNOGLOBULIN_COMPLEX
-10 -5 0

Normalized Enrichment Score

DESeq, differential gene expression, sequencing; FDR, false discovery rate; GSEA, gene set enrichment analysis; IL, interleukin; LLDAS, Lupus Low
Disease Activity State; ML, machine learning; mRNA, messenger RNA; SLE, systemic lupus erythematosus; STAT, signal transducer and activator of

transcription
Moysidou GS, et al. Ann Rheum Dis 2025;84:262-273



Molecular basis for the putative disease-modifying
effect of biological agents in SLE (2/2)

Pathway analysis for genes that were downregulated or
upregulated by anifrolumab*

Immune response_|FN-alpha/beta signalling via JAK/ISTAT
Role of selected IFN-gamma-inducible genes in cancer pathophysiology
NETosis in SLE

Cell cycle_Chromosome condensation in prometaphase

Prostate Cancer: candidate susceptibility genes in inflammatory pathways

Immune response_|nnate immune response to RNA viral infection

Immune response_Induction of apoptosis and inhibition of proliferation mediated by IFN-gamma
Immune response_|FN-alpha/beta signalling via MAPKs i
Macrophage and dendritic cell phenotype shift in cancer

Immune response_|FN-alpha/beta signaling via PI3K and NF-kB pathways

Type | IFN blockade with anifrolumab
modulated multiple inflammatory
pathways downstream of type | IFN
o signalling, including apoptotic, innate
and adaptive mechanisms that play key
roles in SLE immunopathogenesis

3.0

1e-04

Immune response_Antiviral actions of Interferons 10-03

Aminoglycoside- and cisplatin-induced hair cell death
COVID-19: immune dysregulation b

COVID-19 associated coagulopathy

Glomerular injury in Lupus Nephritis

Transcription_Epigenetic regulation of gene expression

Dysregulation of germinal center response in SLE

SLE genetic marker-specific pathways in B cells

Immune response_IFN-gamma actions on extracellular matrix and cell differentiation

Signal transduction_Activin A signalling regulation 35

The complement system and macrophages in neuropathic pain
CFTR translational fidelity (class | mutations)

Signal transduction_mTORC2 upstream signalling
Translation_(L)-selenoaminoacids incorporation in proteins during translation
Translation_Regulation of translation initiation

Week 52

*The top 25 most significantly dysregulated pathways in patients receiving anifrolumab (n=241) vs (n=250) at week 52 in pooled TULIP-1 and TULIP-2 data (P¢,z<0.001)
COVID-19, coronavirus disease 2019; CFTR, cystic fibrosis transmembrane conductance regulator; IFN, type | interferon; IFNAR1, type | interferon receptor 1; JAK, Janus kinases;
MAPK, mitogen-activated protein kinase; mTORC2, mammalian target of rapamycin complex 2; NES, normalized enrichment score; NET, neutrophil extracellular traps; NF-kB,
nuclear factor kappa B; PFDR, false discovery rate-adjusted p value; PI3K, phosphatidylinositol 3-kinase; RNA, ribonucleic acid; SLE, systemic lupus erythematosus; STAT, signal
transducer and activator of transcription

Baker T, et al. Ann Rheum Dis 2024;83:1018-1027
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Incidence rate
(per 10 patient-years)

A strategy to reduce flares after GC withdrawal: slow GC tapering, use of
HCQ, achievement of remission or low disease activity

A

aHR for total flares

Slow taper (-) Slow taper (+) Slow taper (-) Slow taper(+)

Hca (1)

HCa ()

IRR 0.48 (p<0.001)

IRR 0.31 (p=0.048)
| —|

1.8

0.9
0.6

New damage

0.15
No-LLDAS
LLDAS
DORIS
HCQ (+) HCQ (+)
B C
10+ IRR 1.63 (p<0.001) 5
IRR 0.63 (p=0.100
g [RRO®E P ) 4
6.6
6 3
4.1
4 2
26
2 1
0- 0-
Total flares

B aHR for severe flares

1
1
09
08
0.7
0.6
0.5
03 0.24 “
No-LLDAS
e P o .
. 2y P 0.02 4 DORIS

Slow taper () Slow taper (+) Slow taper (-) Slow taper(+)

HCQ ()

IRR 1.60 (p<0.001)

——

IRR 0.52 (p=0.200)
| —

2.8

0.9

Severe flares

Hea () Hea (+) Hea (+)

Em GC non-withdrawers

1 GC withdrawers with
flare-protective criteria

Em GC withdrawers without
flare-protective criteria

Katechis S, et al. RMD Open. 2025; 11(1): e005118.



Baolka onueia

OL €€apoelg anavtouv cuxva o acBbeveic pe ZEA kal cuvelopEPOUV GNHUOVTIKA OTO
doptio tng vooou. H mpoAnr) touc anotelel peifova OepameuTtiko otoxXo otn VOoOo

H avoooloylky Kol Hoplakn PAacn Twv UMOTPOTMWV Eival TOAUTIAOKN KoL
nepAapBavel TOAAATAOUC KUTTAPLKOUG TUTIOUC KOl LOVOTIATLAL.

Neotepecg texvoloyiec (high-throughput) kat epappoyr) oe KaAd XOPOKTNPLOUEVEC
KOOpTEC aoBevwv pmopouv va BonBrnoouv otnv amoocadnvion TwV UNXOVICUWY
g€dpowv

MEPLOPLOUEVEC YVWOELC YLa TNV KATAoToon TNG Udeonc, Loiwe TS «Pablac udeonc»
OL veotepec PBlohoyikec BOeparmeiec omwe to belimumab kot to anifrolumab,

ETTUYXAVOUV otaBepomoinon tng¢ vOOOU Kal ONUOVIWKA Meilwon Ttou kKwvduvou
eEdposwv



