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Table 1
Parameters Ptz with SLE | Established SLE | Early SLE n=30 Healthy donors
=134 n=84 =0
CD194B-cells %  935(4.1-123) 62(3.6-10.02) 12.5(8.09-19.4)* 87(72-110)
abs  0.2(0.1-0.) 0073 0.13(0.06-033)* 02(01.03)
(0.05-0.15)
memaryBeells % 229 17.9(12.2-26 9) 15.9(1193-238) 22(1.1-3.0)
(12.1- 26 9)*
abs  0.03 0013 0.03(0.01-0.06)* 0.004
(0.01- 0.03)** (0.07-0.03) (0.001-0.007)
non-switched % 158 14.46 12.27 (6.73-20.1) 84(37-111)
memory B cells (7.1-207)** (7.89-20.7)
abs  0.02 0.009 0.016 0.002
(0.004-0.03) (0.004-0.02) (0.008-0.03)* (0.005-0.02)
switched % 15.7(6.5-21.5) | 14.4(6.21-219) 11.2(8.03-19.9) 13.6(9.3-17.0)
memory B cells  abs  0.03 001 0.015 0.02(0.01-0.04)
(0.006-0.03)** | (0.004-0.02) (0.005-0.04)*
naive B cels % 351 57.2(14.3689) 59.02 (49.269.7) 64.5(576-724)
(44.4-69.0)*
abs  0.05 0035 0.05(0.03-02)* 0.1(0.06-01)
(0.02-0.1)** (0.02-0.08)
plasm ablasts % J4(0846) " | 28(115456 165(0.53-29)* 02(0.1-02)
abs  0.003 0002 0002 0.0003
(0.001-0.004)* | {0.001-0.004) (0.001-0.004) (0.0001-0.0004)
transitond B % 162 907(6.02-212) 11.65 (59-16.8) 008(00-01)
cells (6.0-19.7)**
abs (.03 0008 0016 0.0001
(0.01- 0.03)= (0.004-0.02) (0.008-0.04)* (0.0-0.0003)
double negatve % 135(74-13.3) | 116(745-156) 10,15 (7.1-14.9) 137(71-193)
B cells
abs 002 0008 0015 0.02(001-0.02)
(0.01-002) (0.003-0.016) (0.000.0.03)*

*p<0.05 between early and establizhed SLE growps; **p<0 05 betwem patients with SLE emd heaithy dovors

OYURG2IARY s &R q6 W | 0! WEXELWG ¢ 2dJEIBR\AG IT WG U2 WGt L
F s RQASGDT WG YI ! W7WaEPYGar AWU0ei 209WT Ye HOWIWUOWNE q
Gict G¢cHTGCt qt FOWN GSHI0G 10 #A e BIRq HE D6 WG VY| ! WHJGOt ¢
HIJO Gt WHYLWs Rliccte 6 I Wa 2 JdWYnweeqYecUqRAYT RIJt Allq

Exf 99 WRUI 1O
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Kidney CD8* T cells

Em 6.02% CASSSTRTDRVYGYTF
B 4.02% CASSSQRGDTAYGYTF

Urine CD8* T cells

W 13.56% CASSSTRTDRVYGYTF
= 5.65% CSARPTDILTYEQYF

B 3.61% CSARPTDILTYEQYF mm 4.52% CASSSQRGDTAYGYTF
mm 3.21% CASSPSRGDSPYGYTF mm 3.95% CASSPSRGDSPYGYTF
B3 2.81% CASRAGTYSYNEQFF 3 3.39% CASSLGSVTEAFF
3 2.81% CASSIGRGNEQFF mm 2.26% CASSRKRNEQFF
= 2.81% CASSLGSVTEAFF = 1.69% CASRAGTYSYNEQFF
mm 2.81% CASSRKRNEQFF mm 1.69% CASSFPGLAGAEQYF
mm 1.61% CASSGANEQFF mm 1.69% CASSLGFFNEQFF
mm 1.61% CASSGENEQFF mm 1.69% CASSLSGTYNEQFF
3 68.67% Others =3 59.89% Others

n=249 n=177

Blood T cells deep-seq

Il 090% CASSSTRTDRVYGYTF
3 0.40% CSARPTDILTYEQYF
Il 0.12% CASSSQRGDTAYGYTF
Il 0.23% CASSPSRGDSPYGYTF
[ 045% CASSLGSVTEAFF

Il 001% CASSRKRNEQFF
0.10% CASRAGTYSYNEQFF

Blood CD8* T cells

1.75% CASGWWTGELFF
1.75% CASSELLGRGYEQYF
1.75% CASSFRWNSPLHF
1.75% CASSGANEQFF
1.75% CASSLGAEGAFGQPQHF
1.75% CASSLGSVTEAFF
1.75% CASSLVSKPEAFF
1.75% CASSPGRGNTEAFF
1.75% CASSPHRGGETQYF
1.75% CASSPRDGNYGYTF
3 82.46% Others

n=114 n=10430
[ ROWNOW9 & YUE¢ G UAN+IEEIE i R YO BIVArh 09 PI¥ q 13T WH! WN9 AW 1J¢
HRYGt ! Aln!| YaWe WGEqRPUGHz Ry S ILAEY ¥ LKW & § #idé RS WR
9?2 A04A WA EI KAIAY SR TY A W | RID6Hji-adipy@i SRR UND WY n WHG Y Y1
bl | CGQR2UDW7RYqUHSUYGYNRIJt b OWO YO YI t+ allt GURR3 HLU
20 HIJI Wghiam RIUNG 1

[ 040% CASSIGRGNEQFF
Bl 009% CASSLGFFNEQFF
[ 026% CASSGNNEQFF
[ 97.05% Others

fIRRRonnnnl
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Age. Ethnicity Disease Type of persistently Type of Pregnancy Sapporo  ACR/EULAR

sex duration positive aPL thrombotic morbidity critenia criteria
(years) manifestation YN fulfiled Y/N fulfilled YN
32F Black 20 Triple positive 1 Venous N Y Y
(African)
35F Nsddle- 20 Lupus anticoagulant, 1 venous N Y Y
Eastern anti beta2
glycoprotein |
antibodies
3zM Asaan 18 Triple positive Jvencus and N Y Y
1 anterigl
2™ ‘White 10 Triple positive Jvenous and N Y Y
1 artenal
26F Asan 11 Triple positive fvenous and N Y Y
2 arterial
2TF Asian 11 Anticardiolipin None N N N
antibodies
25F Asaan 10 Triple positive None Y Y Y
24F Black & Anticardiolipin, antt 1 artenal N Y
(African) beta2 glycoprotein |
antibodies
23F Black 5 Triple positive fvenousand N Y Y
(Alrican) 1 anterial
20F White 3 Triple positive 1 arterial N Y Y
16F Asan 7 Anticardiolipin, lupus None N Y Y
anticoagulant
antibodies
19F Asaan 4 Triple positive None N N N

Table 1: Summary of persistent aPL positive cases with childhood APS
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D20 U0qt WeiOoXWad!l YaHYH! qY GLHAR A& LK X Rd)d ofixiLE Ray & H

WRW @Ue o Wa It RYUt Wée¢T W~ WRUWZoNNWEUT W[pE] EWRUL
 GUARIHW2 ¢t Aedcecl WRUTe !l ! WRU WS H EHd 6 HIWEIGHE G¢ 1310 g L
GY!L WWnl Whue JUqa! WOY! G¢ oWt 131 e¥RdiEl R E[GRRIER LaHmd s T L
HequwUOVYW RoWI UHDY WRUW 't qUaRAHAWE2aqYec UqRAYT RIJY
HUOGYUNRDRUNDWqY W6 R W@k IDESIGCUWUI2GTUMRWEBMONNMEAE | Y
YHUq! RAWI21J0qt AWOo NNWIIGRGIWGH ! AW=Z0o NNWGE ¢l ql2 ¢
RUOWNPELWHREY It Ws U1 WG WHEIT JIT WAH! Wagsw (3OcdWwl Rt 1

Intra-rendl No intra-renal
Pakiints’ chamctoition ":::“ involvement involvement p value
n=17 n=241
Female sex 202258 (78.3) 174 7) 191241 (79 3) 0218
Age at aisease onset. years 320(250-44.0) 290(240280) 33025044 0) 0377
Thrombotic APS 1737258 (67 .1) 617 (353) 167241 (69.3) 0.004
Obstetric APS 1097202 (53.9) 511 (455) 104/191 (54.5) 0561
Catastrophic APS 47258 (16) INT(V76) V241 (0.4) 0.001
“Extra-cniena” APS* 197258 (7 &) 817 (47 1) 11241 (46) | <0.001
Thrombocytopensa 29258 (11.2) 617 (353) 23241 (9.9) 0.006
Heart vaive lesions 217258 (8.1) 217 (118) 197241 (7.9) 0637
Livedo reticulans 22/258 (8.5) 117 (5.9) 21241 (8.7) 1.000
Epliepsy 177258 (6.6) 417(235) 13241 (5.9) 0.018
Tripie aPL profiie 10372250 (41 .2) 915 (60.0) 947235 (40.0) 0127
LA+ 165254 (64 9) 17717 (100.0) 1487237 (62 4) 0.002
acL+ 1711257 (66.5) 11/16 (68.8) 160241 (66.4) 0846
2p2GPI+ 190251 (75.7) 11/16 (68.8) 179235 (76.2) 0.548
ANA+ 1257255 (49.0) 617 (353) 1197238 (50.0) 0241
anti-ONA+ 07241 (0.0) 0/17 (0.0) /224 (0.0) 1.000
C3. giaL 1011 (88.0-118.0) 108 5 (101 3-1225) 101.0(87.5118.0) 0477
C4, g/aL 190(130.240) 18012523 %) 190(130-24.0) 0790

Table 1. Continuous varables are presented as median (151-3r0 quartiie) and compared with Mann-Whitney test,
categoncal varables are presented as numbernumber available data (%) and compared with Chi-square
testFisher's exact test

*= "extra-critena” according 10 Sydney APS criteria 2006

Abbreviations. APSs= antiphospholipid syndrome, aPL= antiphosphoipid antibodees, LA= lupus

aCL»* anticarduiipin antibodies. af2GP1= anti-beta2giycoprotein! antibodies. ANA= antinuciear antibodies

sCr 24-hours proteinuria

lp 0003

mg/dL
e v d
1—+—’
=
mg/day
g8 8
4

Figure 1. aPL-N vs non-aPL-N Intra renal involvement: sCr= 1.9 [1.2-2.0] vs 0.98 [0.6-1.2) mg/dL; 24-hours
protelnuria= 0.5 [0.4-0.5] vs 3.5 [1.9-3.9] g/24h.
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Frequency n(%)
Thrombocytopenla 24 (54%)

Autoimmune haemolyticanaemia ~~  EWIpFF)
APS Nephropathy 6 (13%)
T (1 1%%)
Lupus Anticoagulant Hypoprothrombinemia Syndrome 2(4.5%)

CAPS 2(4.5%)
Diffuse alveolar haemorrhage 2(4.5%)

Thrombotic thrombocytopenia purpura 1(2%)
ﬂMMMMIII..II-IIIIIIIIIIII-Mw

Smgle/ double/ tnple posmv:ty 8(18%)/7 (15%)/28 (66%)
Lupus Anticoagulant / Anticardiolipin/IgG B2 glycoprotein 41(93%), 32 (72%)/ 30 (68%)

Steroid-Prednisolone equivalent (mean dose /day) 181 mg /day

Immunosuppressuon

Rituximab, n (%) | 19(43%)
Mycophenolate, n (%) 18(40%)

Azathioprine n (%) -— e 7(15%)

22l RUNDWe WaWT ReUWNYOoVYEDe WY VMEQESRGROGGT Wb fIA K5
ql JeqiUWUqOWNS Wl 3t GYUt DWs et Wt 2t q¢ RUVT WRUWP ®E
ct wWOYqUl WeaYUnNWGe qRUIUQt Ws Raé6Wad!l YGHYH! qYGUU
Jt GYUR®U &g Yile GGI Ut + R2UJWal WeqaWUqWRURARG2T RUNDL
! #HYG6WUYhcqUlWuUl PAYPEb WeUT W Ac¢q6RYGI RUUWBIUI
¢ URNIUt q¢cqRYUY WRY W WGRHqUT WRUWNE HG DW= OW~¢ TVYI
T 2WWqY W @GYRi WROHIGERRIERIRY UR¢ WRUWGE qRIWIUqt W WHIUR
T Weqé Wl 2 JWaqVYW DGt Rt AW Rt + WGRUCqT WN7 AW ¢ WAHI 1J
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Table 2: Comparison of response to therapy in

: S s 60-79
patients receiving Rtx and mycophenolate/ e
azathioprine o
0-19
Non criteria RITUXIMAB MYCOPHENOLATE+ |Total
manifestations  |(n/total no AZATHIOPRINE Respons
receiving (n/total no receiving | ©
Rituximab)% | mycophenolate/azo
ran )%
Thrombocytopenia 9/11 (81%)
AIHA
APS Nephropathy 2/4 (50%) (50%)
Ulcers 3/3 (100%) (33%)
LAHPS 1/1 (100%) (0%)
CAPS 2/2 (100%)
DAH (100%)
TTP 1/1 (100%)
Choreoathetosis 1/1 (100%)
Total response 80%

9YUHOI 2 ORYGH @t UR YOOr UN Wa 6 I WGE q R 1J @Hylt Rlop IR g6l A E Ws
GcURNWt q¢ qRYUAWqS WWHIY quwl Wt GYUt WWqYWRGAGGaUYt e
Gl 3t JUqRUNDWs Raqé6W fc WecUOl Wadl YGAYH! qYGIUURCE IOUWK
2GHIJI Y W 6Ys T W RGRGC | LHININGGAENE B LU LU 5HRY o566 LWL URY afi 2¢ #qRX0 dl

|
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E 22.85% Other specified dermatitis
3 15.97% Benign neoplasms of skin
=3 11.68% Urticaria
=3 11.08% Micellaneous
B 7.29% Alopecia areata
6.29% Prurigo

39% Allergic contact dermatitis

5.03% Dermatitis

0.82% Other benign neoplasms of skin
2.51% Rosacea

.31% Atopic dermatitis

.31% Alopecia areata

.20% Prurigo

.20% Urticaria

6.62% Micellaneous

4.

3.89% Atopic dermatitis
3.59% Androgenic alopecia
2.79% Rosacea

2.69% Vitiligo

2.30% Psoriasis

2.10% Pruritus, unspecified
2.00% Alopecia NOS
1.10% Nail disorder

Initial Dermatologic Diagnoses in Patients
Dermatologic Diagnoses in Patients with Positive ANA Test Results Later Di: with ic lupus
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Comparison of auto-antibodies in patients with flare versus patients without flare
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Figure.1 Levels of anti-NET in autoimmune rheumatic
disease (ARD) patients and healthy donors (HD)
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Anti-NET IgG were measured in Systemic Lupus Erythematosus
(SLE), Systemic Sclerosis (SSc), Rheumatoid Arthritis (RA) and
healthy donor (HD). Levels of anti-NET IgG at 450-m optical
density (OD) were compared between the groups.
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SLE With Renal  SLE Without Renal

N¢Samples Males Females Involvement Involvement
Basurto University
Hospital 85 8 77 57 28
Donostia University
Hospital 14 2 12 6 8
Araba University Hospital 8 1 [ 8
Sierrallana Hospital 10 1 9 6 4
Fundaci6 Puigvert 7 2 S 3 “
124 14 110 7”2 52
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Table 1. Demographic data, laboratory findings, neuropsychiatric
manifestations, and treatment in cSLE, aSLE, and the controls.

cSLE asLE Controls
Demographic Data N=58 N=6E& N=60

Sex- female 52 (89.6%) 61(89.7%) 44 (73 .3%)

2036 33.65 2473
Cument age (SD +4.73) (5D 28.59) (SD £5.11)

7.62 3.16
Disease duration (SD 24.77) (SD =65.41)

Clinical Data
KMalar Rash 46 (79.3%) 37 (54 4%)
Discoid Injury 1(1,7%) G (B6.8%)
Photosensitiity 25 (43.1%) 41 (60.3%)
Oral injury 22 (37 9%) 11 {16.2%)
Arthntis 47 (81%) 56 (52.3%)
Serosite 17 (29.3%) 26 (38.2%)
Mephntis 43 (T4.1%) 11 (16.2%)
Hematological alteration 40(63.9%) 81(75%)
Laboratorial Data
IC3 18 (31%) 24 (35.3%)
AMNA 58 (100%) 65 (100%)
dsDNA 12 (31%) 27 (39.7%)
Anbi-Fo 10 (17 .2%) 25 (36.7%)
Anbi-Sm 19 (32.7%) 21 (30 9%)
Anfi-La 1(1.7%) 8(11.7%)
Lupus anticoagulant 12 (20.7%) 15 (22%)
Anficardiolipin anfibodies 21(36.2%) 18 (26.5%)
NPSLE
Overt NPSLE manifestations 45 (77.6%) 60 (58.2%)
Anxiety 22 (37.9%) 37 (54 4%
Depression 21 (36.2%,) 23 (33.8%)
Cognitive impairment 31(53.4%) 38 (55.9%)
Headache 14 (24 1%) 11 {16.2%)
Comvulsion 10 (17.2%) 11 (16.2%)
Psychosis 4 (6.9%) 2 (2.9%)
Treatment

Corlicosieroids 49 (84 5%) 56 (62 .3%)
Immunosuppressive 41 (70.79%) 44 (64 7%%)
Antimalanals 41 (70.7%) 41 (60.3%)
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Variables Lupus fog present M=54  Lupus fog absent N=46 P (*<0.05)
Female [%) 52 (96.3%) 40 (86.3%)
Age, mean (D) 448 [11.6) 433 (13.3)
Edhucation <8 years, N [%) 18 (33.9%) 132 (26.7%)
Disease duration years, median [IGR) 11.7 (6.7-19.9) 7.4 (2.4-14.5) 0.045
Neuropsychiatric Lupus, N {%) 15 (27.8%) 4 (8.7%) 0.015
Dyslipidemia, N (3] 13 (24.6%) 8(17.4%)
Hypertension, N (%) 19 [57.6%) 14 (42.4%)
Smioking, N (%) 11 [20.4%) B(17.8%)
MoCA test <26 24 [47.1%) 20 (47.6%)
MoCA test mean [DS) 253 (2.8) 75 (3.5)
CES-D altered [>15], N (%) 32 [54.0%) 17 (38.6%) 0.014
CES-D altered [>25), M (%) 17 (34%) 5 [11.4%) 0.010
CES-D, mean (DS} 209 (115 12.3 (3.8 <0.001
FACIT altered [<30), N (%) 17 (54.5%) 9 (29,0%) D.039
FACIT altered [<34), N (%) 19 [61.3%) 11 (35.5%) 0.042
FACIT, mean (DS) 28.3(12.4) 36(10.8) 0.012
Fibromyalgia, N (%) 21 [38.9%) 2 [4.3%) <0.001
SLEDAI-2K, median (IGR) 2(0-6) 2{2-5.75)
PGA, median (IQR) 0.2(0-1) 0.2 (0-0.775)
SLICC-DI, median (IGR] 0{0-175) 0j0-1)
LLDAS, N (34 30 (55.6%) 25 (56.5%)
Anti-dsDNA, median [IOR) 6.8(18-30.3) 13.9 (2.3-42.1) 0.063
Remission 25 [46.3%) 17 (36.9%)
€3, median (IGR) 86.8 (20.4) 5.4 (23.4)
Anti-phospholipids, N [%) 16 [31.4%) 12 (29.6%)
Anti-RNP 20 (37.7%) 7 (15.6%) 0.014
Anti Rib-P, N (%) 15 (30%) 4 [9.8%) 0.018
PDN dose mg/die, median (IGR) 4.3(257.1) 45(257)
Hydraxychlorogquine, N () 41 [51.3%) 39 (43.9%)
csDMARDs, N (%) 43 [79.6%) 37 (B0.4%)

Legend: MoCA: Montreal Cognitive Assessment test; CES-D: Center for Epidemiclogic |
Studies Depression Scale; FACIT: The Functional Assessment of Chronic [llness Therapy;
SLEDAI-2K: Systemic Lupus Erythematosus Disease Activity Index; PGA: Physician lobal
Aszeszment; SLICC-DI: Systemic Lupus International Collaborating Clinics/ Damage Index;
LLDAS: Lupus Low Disease Activity State; ceDMARDs: conventional synthetic disease
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Figure 1. Serum NfL levels in NPSLE and
non-NP SLE (mean & SEM pg/mL).
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Figure 2. Serum NIL levels in NPSLE patients
with active neuropsychiatric manifestations and
those with Inactive neuropsychiatric
manifestations (mean & SEM pg/mL)
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Tablel. Baseline characteristics of NPSLE patients with seizure.

Characteristics Value (n=632)
Female (%) 556 (88.0)
Age (years) 34.1(9,73)
SLE duration (years) 5.6(0,42)
NP duration (years) 2.8(0,12)
Other Subtypes of NPSLE (%)

Central nervous system involvement 301 (47.6)
Acute confusional state 142 (22.5)
Cerebrovascular disease 86 (13.6)
Headache 85 (13.5)
Psychosis 50 (7.9)
Cognitive impairment 93 (14.7)
Mood disorder 28 (4.4)
Demyelination 7(1.1)
Dyskinesia 19 (3.0)
Myelitis 5(0.8)
Aseptic meningitis 15 (2.4)
Anxiety disorder 26 (4.1)

Peripheral nervous system involvement 20 (3.2)
Cranial neuropathy 15(24)
AIDP 1(0.2)
Single/multiplex mononeuropathy 6(0.9)
Polyneuropathy 5(0.8)

NPSLE: neuropsychiatric systemic lupus erythematosus; AIDP: acute inflammatory demyelinating
polyradiculoneuropathy.
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Table 2. Prognostic analysis of clinical characteristics of NPSLE patients with seizure

Risk factors Dead group (N =23), n(%)  Survival group (N = 609). n (%) 12 P value
Female 20 (87.0) 536 (88.0) 0.000 1.000
Age older than 25 years 17 (73.9) 449 (73.7)) 0.000 0.984
Acute confusional state 6(26.1) 136 (22.3) 0.179 0.672
Cerebrovascular disease 6(26.1) 80(13.1) 2156 0.142
Psychosis 3(13.0) 47(7.7) 0.287 0.592
Rash 14 (60.9) 303 (49.8) 1.095 0.295
Oral ulcer 3{13.0) 128 (21) 0.44] 0.507
Vasculitis 4(174) 46 (7.6) 1.749 0.186
Arthritis 10 (43.5) 236 (38.8) 0.208 0.648
Serositis 15 (652) 215 (35.3) 8567 0.003
Respiratory involvement 8(348) 68(112) 9559 0.002
Cardiac involvement 11 (47.8) 120 (19.7) 9.024 0.003
Renal involvement 19 (82.6) 344 (56.3) 6.186 0.013
Proteinuria 12 (52.2) 184 (30.2) 4.996 0.025
Elevated serum creatinine 8 (34.8) 63(10.3) 10935  <0.001
Hematological involvement 17 (73.9) 456 (74.9) 0.011 0917
Hypocomplementemia 19 (82.6) 519(852) 0.002 0.962
Anti-dsDNA positive 16 (69.6) 422 (69.3) 0.001 0.978
Anti-Sm positive 13 (56.5) 251 (41.2) 2.135 0.144
Anti-RNP positive 8 (34.8) 210 (34.5) 0.001 0976
Anti-SSA positive 13 (56.5) 312(51.2) 0248 0.618
Anti-SSB positive 5(21.7) 108 (17.7) 0.046 0.830
Anti-ribosomal positive 1(4.3) 130 (21.3) 2932 0.087
Anticardiolipin positive 7(304) 136 (22.3) 0831 0.362
Anti-B2 glycoprotein 1 positive 3(13.0) 130 (21.3) 0.488 0.485
Lupus anticoagulant positive 2(8.7) 133 (21.8) 1.564 0.211
SLEDAI= 15 12 (52.2) 180 (29.6) 5.360 0.021
Elevated ESR 10 (43.3) 182 (29.9) 1.936 0.164
Elevated CRP 5(21.7) 89 (14.6) 0415 0519

NPSLE: neuropsychiatric systemic lupus erythematosus; dsDNA: double-stranded deoxyribonucleic
acid; RNP: ribonucleoprotein; Sm: Smith, SSA: Sjogren’s syndrome antigen A; SSB: Sjogren’s
syndrome antigen B; SLEDAI: systemic lupus erythematosus disease activity index; ESR: erythrocyte
sedimentation rate; CRP: C-reactive protein, Significant P values are shown in bold typeface.
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Figure 1: CP volume comparisons. Error bars Figure 2: CP blood flow comparisons. Error bars
reflect standard error. reflect standard error.
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| 6! q6aWe Ul We HageaNelEHGRE RP! WGe qaqlll Ub

Inactive SLE Active SLE p-value

(Mean + SD} (Mean = SD)
Bedtime (HH:MM) 2272 +1.86 23.59+125 0.0195
Waketime (HH:MM) 7.55 + 1.54 7.91+1.53 0.3344
Total Sleep Duration {mins) 50492 £+ 72.78 500.97 = 62.05 0.8077
% Sleep 82.71 + 11.68 81.34 + 10.66 0.6107
Sleep Efficiency (%) 88.67 = 10.07 86.91 + 9.26 0.4517
Wake after sleep onset 52.80 + 43.50 61.05 + 46.37 0.4578
(WASO) (mins)
Sleep Fragmentation (#) 3.28 + 1.96 3.73+1.94 0.3473
Wake Episodes (#) 12.43 + 5.37 14.00 = 6.38 0.29
Sleep Episodes (#) 11.71 £+ 533 13.34 £ 6.30 0.265
Alpha Counts (#) 158149.94 + 29367.25 159217.30 + 27384.74 0.8807
Rho Counts (#) 18709.94 + 8061.08 19910.95 + 8670.39  0.5904
Total Counts (#) 176859.89 + 32033.70 179128.25 + 29326.66 0.7675
Amplitude (unitless) 173.99 + 43.92 175.94 + 34.87 0.8411
Acrophase (HH:MM) 15.11 £ 1.48 16.08 £ 1.44 0.0104
Mesor (unitless) 122.78 £ 22.24 124.34 + 20.37 0.7692
L Start (HH:MM) 24.94 £1.36 25.47 +1.36 0.1266
M Start (HH:MM) 9.84 + 2.08 11.34 £1.93 0.004
Intradaily Variability (unitless) 0.54 £ 0.16 0.51 £0.1% 0.4603
Intradaily Stability (unitless) 0.66 £ 0.17 0.66 +0.13 0.9489
L Start - Bedtime (HH:MM) 221 +235 1.77 +0.90 0.2765
M Start - Waketime (HH:MM) 229+ 1.79 3.40 + 1.668 0.0131
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PROMIS-SRI PROMIS-SD PSQI Global ESS
Bedtime (HH:MM) 0.12 0.11 -0.13 -0.10
Waketime (HH:MM) -0.03 0.08 0.01 0.02
Total Sleep Duration (mins) -0.04 0.08 0.28 -0.15
% Sleep -0.26 -0.18 -0.34 -0.39
Sleep Efficiency (%) -0.21 -0.12 -0.29 -0.40
Wake after sleep onset 017 0.09 0.28 0.35
(WASO) (mins)
Sleep Fragmentation (#) 0.23 0.11 0.25 0.48
Wake Episodes (#) 0.09 0.00 0.17 0.31
Sleep Episodes (#) 0.10 0.01 017 0.32
Alpha Counts (#) 0.07 0.00 -0.01 0.21
Rho Counts (#) 0.29 0.28 0.38 0.36
Total Counts (#) 0.14 0.08 0.10 0.30
Amplitude {unitless) -0.04 0.04 0.05 -0.19
Acrophase (HH:MM) 017 0.16 0.01 0.21
Mesor (unitless) 0.14 0.08 0.10 0.30
L Start (HH:MM) 013 0.10 0.10 0.05
M Start (HH:MM) 0.14 0.09 -0.01 0.21
Intradaily Variability {unitless) -0.11 -0.11 0.02 0.07
Intradaily Stability (unitless) -0.19 -0.17 -0.13 -0.25
L Start - Bedtime (HH:MM) 0.01 0.01 0.19 0.11
M Start - Waketime (HH:MM) 0.19 0.04 -0.01 0.20
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Table 1. Baseline characteristics of SLE patients with versus without baseline polypharmacy.

No polypharmacy Polypharmacy p-value
n=92 n=134
Age, years, median (IQR) 42 (32-48) 50 (37-57) <0.05
Female, n (%) 82 (89.1%) 120 (89.6%) 0.92
White race, n (%) 81 (88.0%) 123 (91.8%) 0.35
Current smoker 19 (20.8%) 35 (26.1%) 0.34
Disease duration, years, median (IQR) 8.0(1.8-14.9) 11.2 (2.3-15.6) 0.13
Prednisone use, n (%) 10 (10.9%) 55 (41.7%) <0.05
Immunosuppressant use, n (%) 24 (26.1%) 76 (56.7%) <0.05
Antimalarial use, n (%) 58 (63.0%) 89 (66.4%) 0.60
Renal disease 25 (27.2%) 40 (29.9%) 0.66
SLEDAI-2K, median (IQR) 2 (0-4) 2 (0-4) 0.51
SDI score > 1, n (%) 21 (22.8%) 67 (50.0%) <0.05
Frail (SLICC-FI > 0.21), n (%) 10 (10.9%) 51(38.1%) <0.05

IQR = interquartile range; SLEDAI-2K = Systemic Lupus Erythematosus Disease Activity Index 2000; SDI = SLICC/ACR
Damage Index; SLICC-FI = SLICC Frailty Index.
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Figure 1. Kaplan-Meier survival curves for mortality risk during
follow-up among SLE patients with baseline polypharmacy (in red)
versus without baseline polypharmacy (in blue).
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*Only 123 patients included in this anatyiis, 5 in CKD group and 63 n non-CXD group

CKD non-CKD p value
(n=77) (n=85)
Female, n (%) | 53 (68.8%) 85(100%) | <0.001
Age at diagnosis, years £ SD 35.5+16.1 37+144 | 05
Follow-up time, years £ SD 203+17.2 | 165%t11.7 | 01
Ethnicity, n (%) 0.1

Jews 57 (74.0%) 64 (75.3%)

Arabs 20 (26.0%) 17 (20.0%)

Other | 0(0%) | 4(47%)
eGFR at diagnosis, ml/min/m2, 80+38 94 £29 0.03
mean £ SD
Medications®, n (%)

Hydroxychloroquine, ever 54 (98.1%) 69 (100.0%) & 0.30

Corticosteroids, ever 49 (89.1%) 54 (78.3%) 0.3

Belimumab, ever 12 (21.8%) 17 (24.6%) 0.9

Calcineurin inhibitors, ever 1(1.8%) 1(1.4%) 0.1

Azathioprine, ever 21 (38.2%) 15 (21.7%) 0.004

MMF, ever 21 (38.2%) 17 (24.6%) 0.02

Cyclophosphamide, ever 7 (10.1%) 16 (29.1%) 0.001

Antiplatelet, last 26 (47.3%) 26(37.7%) | 0.270

Anticoagulation, last 26 (47.3%) 17 (24.6%) | 0.013
Comorbidities, n (%) - - |

CVA 11(14.3%) | 5(5.8%) | 0.07

IHD 16 (20.8%) 3 (3.5%) <0.001
~ APS  31(40.3%) | 23(27.1%) | 0.07 |

Heart failure 16 (20.8%) 1(1.2%) | <0.001

Diabetes mellitus 17 (22.1%) 8 (9.4%) | 0.03

Hypertension 41 (53.2%) 25(29.4%) | 0.002
Systolic BP, last, mean £ SD 133 %22 123+18 <0.001
Diastolic BP, last, mean £ D 75+13 7311 04
Hospitalization, n (%)

CVE 17 (22.1%) 11(13.4%) | 0.200

SLE exacerbation 35 (45.5%) 20(24.4%) | 0.005

Severe infection 39 (50.6%) 20 (24.4%) <0.001
SDI 37730 145+1.4 <0.001
Mortality, n (%) 18 (23.4%) 0(0%) | <0.001

CKD:. Chromz ludney disease;, eGFR: esumated glomerular filtration rate, MMF: mycophenclate mofent, CVA!
cerebrovascular acadent; IHD: ischemsc heart disease; APS: antiphospholipid syndrome; BP: blcod pressure; SLE:
systemic lupus erythematosus; CVE: cardiovascular event; SDI: Systemic Lupus International Collaborating Clinics
J/Americzn College of Rheumatology Damage Index
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Lupus Nephritis
diagnosis was based
on Kidney Biopsy

Follow up of

SLE: systemic lupus erythematosus; ESKD: end-stage kidney disease; CKD: chronic kidney disease
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Tuble I Multivariate linear regression models of pulse wave velocity and augmentation index
in SLE versus HC {models A, B, C, D), and within SLE (models E, F, G, H)

B Coef. 95% CI P-value

Model A

ATx @75 (SLE vs HC) 3.333 0.564-6.142 0.019

Plugue presence {curotid or femorul) 4,867 1,989-7.746 0.001

Model B

PWYV (SLE vs HC) 0.409 0.095-0.722 0.011

Model C

Alx@75 (SLE vs HC) 10.115 6.111-4.119 <(.001

Model D .

Alx@75 (SLE vs HC) 3.387 0.735-6.039 | 0.012

BMT 0.634 0.385-0.882 <0.001

Plaque presence (carotid or femoral) 6.868 3.961 9.775 <0.001

Model E

CVRFs 0.258 0.055-0.461 0.013
| Age 0.061 0.040-0.082 <0.001

Model F

SCORE 0.607 0.414-0.800 <0.001

Model G

CVRFs 2035 0.587-3.483 0.006
| Age 0.426 0,278-0.574 <0.001

Model H

BMT 0.377 0.096-0.659 0.009

Disease duration 0.274 0.081-0,467 0.006

Plague presence (carotid or femoral) 4.763 0.988-8.537 0.014

Only statisticully significant values are shown in the tble.

PWYV: pulse wave velocity; AIX@75: augmentation index at 75/beats/min: HC: healthy controls: SCORE: Systemic
Coronary Risk Evaluation prediction of 10-ycar fatal cardiovascular discase corresponding to the 2016 Europcan
Society of Curdiology (ESC) guidelines in low-risk countries; CKD; chronic kidney disease; sum of CVRFs; sumn
of cardiovascular risk factors {among hypertension, dyslipidemia. smoking status, physical activity. and body
weight [BMT and waist circumferenee]), STICC/SDT: Systemic Lopus International Collaborating Clinics Damyge
Tndex.

Model A: ATx@75 in SLE vs HC (entire cohort); also adjusted for SCORE, BMI, use of antplaelet drugs and CKD
stage

Model B: PWY in SLE vs HC (age group 18-37 yeurs old) adjusted also for sum of CVRTS, age and carotid/femorul
plaque presence

Model C: AIx@75 in SLE vs HC (age group 18-37 vears old) adjusted also for cardiovascular risk class stratified
by SCORE, BMT, curotid/ femorul pluyue presence

Model D: Alx@75 in SLE vs HC classitied in low-moderate risk class according to SCORE

Model E: PWV in SLE adjusted also for discasc duration, earotid/femoral plaque prescnce, CKD stage and
SLICC/SDI

Model F: PWYV in SLE udjusted also for BMT, carvtid/fermnorul plague presence, stage of chronic renal disease,
SLICC/SDL

Modal G: ATx@75 in SLE adjusted also for gender, disease duration, carutidfemoral plague presenee.

Model H: AIx@75 in SLE adjusted also for caroid/femoral plague presence, disease duration, CKD stage and
SLICC/SDI

9YUrHGH RHEUWaEt DT W | EWRUVWEXEWHRYGGE! U1 WaqVlWe 9 WRH
Hel TROWO0AWIGEGE6ect RARUNDW6 WWURWT WnY! WIEl G! wWwoéA[ L
Gel qRHzGc¢l 0! WRUW! YeUNRWaYsWoé?2W Rt t WGEqRUIUqt K
RO Y11 £t EE RRIIUqt Ws Ra 6 WEx EO




\

I’ﬁupus

TORONTO 2025
AéMPTWo WMTMT
AYt qll WERSSROEZWART RqRI1JY
§p x98c8&xfoW[ NNolWxféEAW?f EE EEWf WEOENE~Tf 9I
EEg9of Nfg§ EWi fNcw9 A?2fg§é E9Ox AWAf Eull] 9NgA
NcEASE9XxEASNTf OWAx AOEWAAS] AEEEf § W8EéEEAWNCEL
é ¢t R RMRRIAYWE @ RIC LUAE GRIAY P I0 o 2F RIVA cORILLRETLY 2
ACGeq6 DY AN RYRINEE T RE RININ q YURT Ye
N ecgqRYUcaWeUTl Wue GYIT Rt gl ReUWOUR21JIt Rq! WYnW q6l
Al YDl caaWAS6WeGcecaqYayYnN! WOURqAW[ RIt qwW?23Gel qalUq
miecREt Y] JUWI ¢dlWe Y GRq ¢ 0 A BT T RRAECOGLIEESE YYYYOUGLAYLh Lid
cUT WucGYT Rt ql ReUWOUR21J1 + Ra! WYnWwW qé6 0t Allx ¢ Rt Y
gnWl ¢t aql YOUqUI YGYN! AW q6 0+ AaW] 1 JUHED

7¢HE NI Ye Ul o AWIi@&WISI¥dl RAWN ¢ aqqq! WaR21JI W Rt Wét Wbl
RUAG2T RUDWI RoWI BUqWt qenNPt WYnWIiR21J1 W qldeqYt R
TRt D¢t DWs YI 0l s RT DOWf quWé et WHIWUOWRT DUqR3 1T Wet U
TRt D¢t DWRUWGH GHIDBGRNV O AaNOe We UT Wwéet WAHRKIOWEt + Y
Hcl T RY2¢t He ¢l W Rt WnerEqY!l t Wen9éA[t bWeUT WE q6 1)
Gl J2¢alURDWE Ul WGI BT RAQY! + WYnW [ x 2 WRUWE! t qJd
P JWHEY O Gl UG Wz ¢ G JURIIWY n LW [ x 2 WRUWGe qRUUqt Ws R
bic9t bWeUT WUF¢GRUWI Wett YRARECqRYUY Ws Raq6 LWt et qe RU
YnlWée qd 1l Yt #HOGWDI YqRALWGH ¢ hue It WY 2 1 AU 6 & alGE e &1A ML
~1Jq6 YActgaR WU gt Ws Ra 6 WEX & duig @10 1L ¢ S0 HLUIdIET 60 BLIH I dlids Ic 1L ¢ Idj IR M |
cUT WnaY!l ¢olWeeduddtstadRUERYUYER OWY e | W WGE!l qb L
Gel qRARGE qUWRUWq6 W qel ! tOWx R21JI Wl ¢ Ut RWUqWIa
b qléeaqYt R7H IR WIAL3A I URIVWRU WT T WGHtIdIR 10D duFiIé 1R 1oy il LUE x |
cOt WxR21JI W qUl¢qYt Rt Ws ¢t WNI ¢T BT WAHEH BT wyowo yU
Ct WnYOdVYst allEdMAd AOHEHIRBIdIE 4 16N NOMg 1D | tEETMALD (7 50 S8 LEAFLLNE LEE thl {
O YT WIZCUAEVELL 7 o 0 AWe UT WEOWbIt 3211 b a WX W=dMI 70 0k
T U307 Wet WNl ¢T Wy WE N KOWx R2ZNJaTUE ®E Y GG # ik ¢ 1D IAE
NMLt Ac¢ fNO[LE AAlGNANLIG UT W[ Ma W WNMAOWE A¢ FOWx R2 131 W3 HI Y F
I DBt RYOWe Ued! + RY Wett Wt IT WGYqUWUgqRe WG DT RAEQ
RURARGeT RUDWecarYSsSYaWRYUt e GqRYUWI 30T Wet Wi 1 RU
BqYVYOWnY!l Wagdsdwet + 3+t GRU0UqWYnWa Il RagWI 1 ¢U0We0WI R
qYqciWRYE ¥ g1l GiitR q ! Wx RGP GIUY RIGR LR IBGRIGE Y qlJRU A Waql
FaYt RUNDUW gqecqgqet AWGE! + RAc O We HqR2Ra! AW7 ~f Alls ¢ R
Cl ql ! W Rt Wet Db AWE!  qUGRHWO Y YU¢I ! WARY t WWE2¢ T
tet q¢ RUNT o gl dRaJIGMID o Wn Y1 WHG Y YT WG 3t + 21 JALWGF
cUT WAYT ! Ws JRN6qAWEY W 3301 WH! W6 JW=MNZLWEz1 YG




Mupus

TORONTO 2025

Caqé6ldl Yt HOWUI YaqRHWAeE! YqRT We U7 Wn W3 ay WaE & Gd ¢lrue 13 WG
GYqUUqqRcOWGI T RAQY! + AWs JWI+*¢dRUWVIT W6 WWGWI + R
HqR2Raq! WEq¢ qWWeixx? EbWecUT W?2U3URqRYUWY N WAIGR
GUIdIRIqWe UqRGE Yt G6 YT RGRI WE @ aXRA YIn! YOG Wi 5 Rlog FGA LRG|
9¢lI T RY2c¢t HauXl el IR+ Ubeet Udy R 6 B3I lqgRUND Re I ol RERT |
cUqRGT ¢ qllidligd & aqud TOMAUEIXERE qRY Ut WeiHa GedcqR21IWNG
HYUt Rt qUUGMWME Yive REIJHIE t JWE & LB BALRE DHINME 2 GGl 10t
51 JWedt Ywet + 3t + 137 1O

At e B2 HI W qU¢qYt R WG It WURDW RT WOYqW RO I LW
RUIT R2RIT 2¢it Wt MMAZPEW2 I t 2t WANAMNNEW Wt GUHEHqR2 1J
T WqUHqUT WRUWUIR6 I WNI Ye Gowf U6 WWE X EWNI Ye GAL
Cq6é 1l Yt #HEO VG o R WALG] WInd aJt + RYO WY 211 Waqd6 IJWGEt q LW
C W@ T W6 RNGIJI W Rt ¢ Wn Yl W [ x 2 Wi & OO | AUS dlR YUINMHOSA,

[ x?2Ws ¢t Wedt YWRUOT WGUUT WUqa! Wet t YAIROEIE s Rq 6
Nia! #YRI Wigu UqRHAYT RIJt LWEDE AP 0 9PN AL GLREQMEE &N b M@ © R
nMYGOGVYs We GOWECHGWHEI T RY2¢t H#HaGcl W Rt t WneHqVY! Wbl
G6!t RHcOWecHqR2Ra! AWec UT WHYT ! Ws DJRDE & bl & Y Rt q 1J
GIYIRWI T 2 #IJT LW [ x 2 W Rt t WAH! MIPP E @i & Kl LMK 2 Nisb ©

9YUHrGzt RBUN &t HG VDI YQREWNJIAGY! ¢ 0 WGH ¢ hedlIGEe ¥ml 134
NG! #YGI YqURUWF We UqRHYT RIJt WGYt RqR2Raq! Ws I WWRU
GeqRIUUqt Ws RO WEX EAWs 6 RASWHe UWAWIWI | ¢t qRAECOG! L
CHORIND21GV0HKWUANWOOWBqc 60 WEALWSs WEOHY YGaWocel T RYID




\

I’ﬁupus

TORONTO 2025
Aé MPY Lo WmMNON
AYt qll WERSSROEZWART RqRI1JY
Nc EWAsxEWS[ W NfAc8EAcsgxf Af?2W Nf78§?2fEEWf WA
9c¢ ] EEWwWf WA NfE NEWi f Nc WWEOGENE~f 9Wx OAOEWEAON
Ni gWwf NEA Nf § x WAE[ EAA xW9E NEAEIO

UT | 3¢ UNBION ¢YIINA ¢ ET Y W9 YU RING IRIC WE GRUR G ¥ W

9t ¢HKIEY2 | ¢ WARBRRO!I RO I 2131 ¢
Yt GRéE TG WO RURHWIT W7 ¢l #UIayYUewWwf ?2f7 AEROWOURZ2I
7¢l ANOYUDIRRPGEE RBg! WYNnWAYGUWNY! WéeWl Necqc AWAG e
9UGRURHcGWF GGaU0YOYN! AW?21Ge | q 130 q IEEGRIZHIIN 13 T R RUDYE
AYGUWRNY! WeWl Necqc AWEG6q6c¢caGYayn! WOURqAW?IIGE ! q
Eal NI ! A4 IAYW GGIRALE touiaid FAU R # W @WR £ 10 [HHIR dy 0L YOI 72 ¢ 17 F
§G6qcOGYOYN! AW7¢l RUGYUCAWEGERU

7¢HE NI YeUl AN REYIGHa 6! WRt WewWaYaaGvYOWYRadel Wae C
YnqUWUWHcezt U7 WAH! WG RHI YCUNRYGeqd6! W Ut 2dqRUNDWNI
qYW2c¢ct HaGRqRY WeUT W6l YaGHYH Rt WIRUWq6 W WqRUeE O L
CUqRAYT Rt Wei¢ Ax & @AM IMOMIE LY 15 IEKWEMGE e qRIUqt AWs Ra
UqgRGEYt G6YOGRGRI Wt ! UT 1 YGWUWe AEb WRWAqRUC OWRU?2
UT w2 0Yet W6l YGAY Rt IOWi 6 ROWDWEEHI Y2¢t HadGcel WR
' GGqVYat W e A6RUCWMIEMERILIWI Wl ¢ Ut RIUqWI RGHYGR¢ A
¢l W JaeRUWet ! GaqYacecqRAWEUT Wacec URNIIt qlle qllad 1JL
RAI Ye¢Ueal ! + O AYLE WH AN iq@iRie Rt W el ! We RAGWT WqY
Jas 30 WE Ax WG Yt RUbRRFERCRIgL LKEIR U6CH WHe + et ¢l WR6 ¢ UN

- 0O O

Co Co

~

T

l

Ja 6 W6t Rat LRI FVa R Y BEIX0so] s qpe T ! WRUBG 21T 13T WUNNZ= WE x
GUctaqsé! WEYUq!l YOt W IEl e RqIT Wnl YalWe Yt GRq¢ G W9 0 R
RUOWAYGUWWAEC qRIUqt We UT W1 s J0qUWYG6q6ctaYaYNRHAET
Glct 2l IMOGHRIOM BWHRY G RAI Y HYG! AWRUq!l ¢ YHz2G ¢ WGI 134
nmeUl et WI*F¢c G RUcqRYULWANqRUcCG W ql efqel ¢tlWAGcUN
I JqRUcGWUONI 20W3 AL Wac! U WetA [ x gil\g6 RREW WOYIE ¢ Rl
HYS W DURVDWaER 9 Nb c0OBAVGRUc GW2¢t ARadcel WR6¢UNIt AU
blé?bAW2ct Ha ¢l WGWI net RYUWbé Ab AWE UT WnY21J¢ 0 We 2
§ONWec UNRYNI ¢G6! Wei89N b OWEq¢ qRt qRHAc GO We UCT! + Rt
Hidagqs JIJUWEx E W 2IHNWKH G Iyl WaoARx WGYH RqR2Raq! WYl W
HI Y WHqRY g0l st gqe T ! WRUABG2T DT WUINN=ZWEX EWGE qRL
| DAl e RqUT Wnl YGWe VYt GRaec O WI9TRURHALWIT W7el #HIavYUe L
AcqRIJUqt We UT W1 5 IEWdIIN2E e & oqiRiYY0d YINIRAO A2 1T RUND W2 R
Gct el DGO agBUHRNG RAI Y #YG! AWRUq! ¢ YRe Gcl WGI 131
nmeUl et WI*F¢c G RUcCqRYULWANqRUcG W ql efqel ¢dWAGcUN

NON



Iy

l,}lupus

TORONTO 2025

I JqRUcGWUOI 2 W3 AL W& ¢! 1 WetA [ x gdl\g6 REW WOYIE d FEHLs
HYS6 Ul DURUD WY@ 9NL OBAVGRE GW2¢t HaGcel WH6sec UNIt AU
bé?bAlI2ct Ha ¢l WGWI net RYUWbé A AWE UT WnVY21J¢ 0 We 2
§ONWEcUNRYNI ¢G6! WbI§9N b OWEqE qRt qRAECGWecU¢cT! t RY
HOgqs DOUWEXx EW 2 AN Y2 Gt W ql ¢ qR3I T WH¢t 3T WY Owe Ax

~

At eggNaWcUca! + RY W W213¢alT W WHEI Wet T W2¢t #Hale
HYOGGe!l Ul WqYWHYUq! YOt WRUWHYq6WHAYSY! gt IOWEGIUHRS
t RDUR3Hc UqWl Ul eH#HqRYUt WRUWeEé? We UT Wé AWsiN¢ HE JWNb
| T eAqRYYRUWRUOWGe G&Ih 3 HRCGLWE?2OW YWHGICE! WEtt YHR
GYt RqR2Rq! Wec UT Wedqll ¢cqRYUt WRUWEON W2¢t Halcel L
GYtt RAGUWREYI 1 BDicqRYUWHWqs WIUWe Ax WGYt RgR2Rq! L
YHE DI 2107 WUIRVOIWE Y hé NEAG DW= Wwe UT WNE AT JWOb 1O

N ON



Iy

LupPus

TORONTO 2025

Table 1. spectral domain Ustica Coherence | omagraphy {5D-0C1 ) and Angicarapny by Cptical Coherznce
lomography |OC1A] parameters at Barcelona cohort, right ye”.

Control SLE group Pvalue
N=67 M= 58
SD-OCT
Macular thickness | 260.6(255.4-265.7) 2538 1251-255.6; 0.2°3
RNFL thick 7]
Arcrige 3541511 ¢7.0) 957192198 2;

1746010
£5.4(B5 A-41.10

1194 |

1127 10 1R8]

TRBG (6541 8]

1231119-127.1)

1230117.7-128 1,

72.7{62.4-76) 76.3172.2-315;
VO [miryerens) 17.68(17.4 18.3) 17.2 1167 17.6) 0.202
VRS &2 (043.1048) (.41 (U249 .44] [U5) )
FAZ
Area imm?’) 0.2210.20-025) 0.2510.22-0.23; 0.6°3
Perimeter Lmm; 1.9{18-2) 262.1-2; 037

2 A1 porernelers sre expressed os mean (953 1C)

Abbreviations: RNTL: retinal nerve fber (aves; VI vascular censity; WP vascular pertusion; TAZ: foveal

avascularn Jane,

NO=
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Table 2. sozctrzl-domain Optical Coherence lomography 150-0C1) end Angiogrephy by Optical Coherence
lomography (OC 1A} parameters at Barcelona cohort, by antiphosphalipid antitodies, rignt eye’.

Triple Any
SLE group L act #2GP1 s i P
N 64 N=19 N=21 N=20 vl Il
Macular thickness |} 260 [757) | 26 U604 (25,3 262 28] | 26A 91257 | 258./129.6) | G811
RNFL thickness (L]
Soerags 55.7(5.3) 9313.4) 33.213.5; 91.712.4] 3.4 {10.5] 93.7 {91 0.158
Superize 112.512481) | 107.3130.2) 121 0126.90  1222447.71 0 113.1019.3] | 105.7:25.01 0.250
Termpond GR.7112.1) GR35 1114} 701131} 68,8 {12.2] 67.3(12.7) 491113 Q.75
Inarine 1570 (A0) | 1134 (20.6] | 1141 (20.7) 1136 (23.3) | 112.1{22.4] | 114.2{21.5) | 0.052
Hasal 778317) musl | sz 1) 25 (5] Buisl | maa | aes
OCTA parametars | . :
VD [y 16.6(2.3) 17.011.6) 16.313.4; 17 311.6] 17.6(1.6] 1712.1) Q.738
VP (3] 0.4110.09) 0.4210.13) 0.4010.25) 0.43 |0.06} 0420019) 0420012 0.612
FAZ |
—area (mm?) 0.7 1007) | 0270080 | Dos o3l Dacnia) | 028i002) | naanas) | aax
Serimeter (murm) 2.0510.55) © 2.0910.01) 2.02 |0.58; 2.14{0.5G) Z216{0.60| 2047054 0.734

T8 parametens are exprecaed as mean (SN
Abbreviations. KN-L: retingl nerve fiber layer; VL. vascular oensity; WP vascular perfusion; Fas: foveal

avascularzone.
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Table 3. sozctral-domain Optical Coharence Tomagraphy 150-0C1) end Angiogrephy by Optical Coherence
lomography |OC1A] parameters at Rome cohort, 2y eant prosorolipid antinocies, right eye’.

SLE graup LA aa R2GP1 P::::Y W:!'::RV P
N=46 N=9 N=12 N=8 N=4 N=15 value

SD-OCT parameters | |
Macular thickness (1)

Faveal Thicknass 253.9122.1; 257.7{23.1} 25231221 | 262.9(21.3) 269(17.2) | 256.2122.4) 3.574

Paratovesl thickness 3104 128.7F  323.4{14.7] 310046.31 | 321.9¢24.91 | 321.5(13.6) | 3112(1l.1) 2.294
Retinal thick 1N

Ay roge 276.2 (26) 264, xv)a >| 281.70(19.6) | 284.21364) |

Lutar supanne 240 1 } : LA AN .p(1%.8)

Uutar tamparal 209400240 ZED 2(14.8)

Cutar inferioc 285.7 |15.6] |

Cuter nasal 314.1126.2) 4

Irewr wapsrive M2EL0.4 0 345440237 | 345 12046)

Irnor tempoeal L5210 301.4019.5] | 31230209 32 (17.8)

Iraer Infrriar 2.4 RE) 37, | Ad0 .)su AR(TASL) | 202 (08)

Iraer nasal 342.4 |28.8) lll"_\l 3495 HE3[161 | 344.5(2L.6)
mnthxkness iH) |

 Aurrage T 144(a.7 134 | 1EE | 12 (1.4 1.3 (.61

Cuter sLpancr 5154 W0 1}75'71' 233139 | 4D/ 3.6 35141

Cuter temperal 21 216.8] 20.112.21 | 22513.71 12.312.1) 1321

Cuter inleriv 43.316.7} Z4.618.3] | 4£.3010.5) 4L516.7) 36.712.9

Cutzr rasal £4.2 11.1} 56.617.51 | £1{17.51 550170 5215.3 G0114.5) 2.53%

IrOnr waparine 27 14.6! 25.31£.6) | S04 8.1) 7.2 14,61 04175 2.507

Irner temparal EE1ERH w22 | 23240 | 12101.3) 1490951 a1

Irner Infenor 26 314.4; 257117 30491 | 2621171 238171 2.90%

Iroer nasal 23.115.8] 23.61241 | 29.3:{12.2| 23.512.61 27 {103p 2.830
OCTA parameters |
VD %)

suparfial favreal Wi 221 18.5) SLA s ‘4.7 179 3. 144 21.713.6) 24|80 1976

Dy [aveal VO 33.4138.0 33.416.7| | £3.1 |8 ) 41.314.5) 41.115.2) 41.4 1.2 2.997

Suparficial porafovesl w0 53.115.5] 53.106] | 53 SRAIZE | 58I | 5281600 | G.%GE

Daen parafmaeal W) GH.4 |46 Gl it I B 14.3] CRENER]] L LK 13.5) EE AT A (LS82
FAZ ] |

RCER R 0250 11} D250 L’Cl 024013 0221006 02010100 2.2510.12) R H

Perimeser (mm| 1.50{0.42; 133{032] | 1R4:{045| 279025 L7040 1.90(2.42) 2.808

YAl parameters are expressed as mean (S0).° p 0.0
Abbreviations RNFL: retingl nerve fiber laver: vD: vascular gensity; ¥P; vasculer perfusion; FAZ: foveal

avasculal Jane.
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Yndl RAR2 U1+ Ra! WYNWARDUUOLt ' G2¢URc AW WIUqIl W[ YI 1
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¢ URNIWE q¢ qRY Ut OWI9 x E W3 U g RUIF RBGHAIN LI 1 EelErR23 R LUY Tt LRR
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9x EWRt We UWIOT ¢ Waqé ¢ RURIAWs Ragés WY UT! WYUWWGI W2RYe
5 RS WAHY q6 Wt @UEIR AR 09 IEIWNIOUt RYUY WE¢T W6RNG I WG
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D¢ RUINDWGE Ys WGEC RUOWHGCcUNIIY WY21J1 WaqRGWWRUOWY! T I L
Gec RUAWs 6 RARBANDG!! LWRIAIcHN WGe q R Uq Whue ¢ G Ra! WY WG R

~Jq6 YHet T WHEaqt Ws 31 JW BaWEqT Wnl YO We WaYUNRage Tl R
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YT 131 ¢ qldUligRvt U ¢ld 203 WIG 3¢t 21 T Ws Ra 6 Wa 6 1JLW x E W? R
BIO9X EfbdAWecW2¢caRI ¢cqll WRIRURHc O WaqYVYdlWet UT WaqV Wh
AcqRIUIUqt Ws I YWHGcHt RIUJT WAH! WHecqUNY! ! WRUqY We He
H6l YUREHIK® Ox Eb OWI RS RUWWICEHSE WHeE qUINYI ! AWGe qRIJUa
AcRUWs ¢t Whe ¢ UpgprRi3U2TRIW 2 ¢ RiWUS LHE IBMM LU Fé @ 10 ¢l 61 O F O Ll
¢ Ul HNIMIc + WG Yt gt 1J260¢ GGORKN I dpIlhu dy (213 ¢ tclle + 1JT Wa Y WHY G
¢ HI YHIOIxXIFAHTW INY ! RIJE We U1 Wt 2 Hq! Gt WE qlagd DRI WRUF
GeROWY2VI WqRGWALWs JWet W We Wi RUWe!l WER+FVIT WaYT Jad
2Rt Rat Ws Rq6 RUW! Wel WYUWWYnWRURqReOWG!I WWWUq¢ qR
q6Wx ~~WecUca!t Rt AWYUG! WGec qRWIUqt Ws Raé We Wé E WG
50 DWRUAG2 T IT WROWY!I T Ul WaVYWHEGagel DWGe qRIUqt Ws
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At cip¥qc dWYNnWP=ZYWGE qRUIUqt Ws I WWRUAG2T IT WRU
¢ EWGeRUW H#Y!I WWeAY2WWNAW RNUECGRUNLWG YHH 8ILE a1 Wa
¢cUT WASGRGHOECRUWGET W6 JWERNEIIt qWa Il ReUWGe RU LW A
b q¢ opRitGg RIF RNUR3H¢C Uq Wbl GXIOMP b WeINE¢ AG IJWNB OW HI Yi i
H6CcUNWWRUWGe ROWY 21! WaqRGWWs ¢t wWyUa! wt yyowrOw 9
BIGKIOMP b Wbl[ RN2 | DWNb Ws Raqé WGe RUW #WHUIt WRUAI et R
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Table 1. Comparison of Pain Scores Across CLE Categories/Subtypes

Median Pain (= IQR) Pain p-value

CLE Category ACLE (11%) 2x4 0.72
(% of patient population) = SCLE (24%) 15

CCLE (66%) 2x5
CLE Subtype ACLE-G (4%) 4+3 0.421
(% of patient population) ACLE-L (5%) 245

DLE (55%) 2+5

Chilblain (1%) 43

Panniculitis (2%) 0x4

LET (7%) 35
DLE Subtype DLE-G (20%) 3x5 0.449
(% of patient population) = DLE-L (33%) 14

Hypertrophic (1%) 14

Key: CLE = cutaneous lupus erythematous, ACLE = acute cutaneous lupus erythematous, SCLE = subacute
cutaneous lupus erythematous, CCLE = chronic cutaneous lupus erythematous, ACLE-G = generalized acute
cutaneous lupus erythematous, ACLE-L = localized acute cutaneous lupus erythematous, DLE = discoid
lupus erythematous, LET = tumid lupus erythematous, DLE-G = generalized discoid lupus erythematous,
DLE-L = localized discoid lupus erythematous. IQR = interquartile range. Values for median pain correlate to
scores for visual analog scale pain. P-values represent differences in pain, and itch across CLE categories,
CLE subtypes, and DLE subtypes calculated using the Kruskal-Wallis test.
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Figure 1: Linear mixed model analysis of change in pain over time across CLE categories and
subtypes. ACLE = acute cutaneous lupus erythematous. CCLE = chronic cutaneous lupus erythematous.
Median pain score represents pain visual analog scale (VAS) score across all visits.
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Table 1: Univariate analysis of demographics and clinical risk factors of lupus ervthematosus
panniculitis (LEP) patients with and without calcinosis cutis (CC)

All LEP Patients LEP w/ CC LEP w/o CC
(N=26) (N=10) (N=16)

Gender (N, %) p=0.67
Male 7 (26.9%) 2 (20%) 5(31.3%)
Female 19 (73.1%) 8 (80%) 11 (68.7%)
Race/Ethnicity (N,%) p>0.99
Black, Non-Hispanic 17 (65.4%) 7 (70%) 10 (62.5%)
Other 9 (34.6%) 3 (30%) 6 (37.5%)
?r;“;:,:‘;"g History (ever) 10 (38.5%) 5 (50%) 5(313%)  p=043
Age At LEP Diagnosis (vears) 34.3 34 34 p=0.89
(median, IQR) (26.3-42.8) (25.8-42.3) (28.75-42.25)
Disease Duration (vears) 398
(median, IQR) * N/A (0.32-6.99) N/A
Follow Up Duration (years) 3.86 6.02 2.60 p=0.36
(median, IQR) ® (1.68-9.22) (3.19-11.02) (1.41-7.97)
Symptom onset to LEP Dx 8.31 17.9 6.90 p=0.79
(months) (median, IQR) ¢ (4.0-22.9) (2.46-30.5) (4.93-17.4)
Medication History (N,%) p=042
Topicals + Antimalarials 14 (53.8%) 4 (40%) 10 (62.5%)
Topicals + Antimalarials +
Ot][:er immunosuppressants ¢ 12 (46.2%) 6 (60%) 6 (37.5%)
Concurrent Diagnoses (N,%)
DLE 16 (61.5%) 7 (70%) 9(56.3%)  p=0.68
SLE 12 (46.2%) 6 (60%) 6(37.5%)  p=0.12

* LEP diagnosis date to CC diagnosis date

b LEP diagnosis date to last follow-up visit
“ Patient reported symptoms to LEP diagnosis were available in 8 LEP patients with CC and 15 LEP

patients without CC

¢ Immunosuppressants ever taken in the LEP with CC group included mycophenolate mofetil (N=5),
methotrexate (N=4), azathioprine (N=3), thalidomide (N=1). Immunosuppressants ever taken in the
LEP without CC group included mycophenolate mofetil (N=5), belimumab (N=2), methotrexate
(N=1), azathioprine (N=1), rituximab (N=1), leflunomide (N=1), and IV immunoglobulin (N=1).
Abbreviations: CC: calcinosis cutis, DLE: discoid lupus erythematosus, LEP: lupus erythematous
panniculitis, SLE: systemic lupus erythematosus
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Table 2: Body site involvement of lupus erythematosus panniculitis (LEP) lesions
in LEP patients with and without calcinosis cutis (CC)

Body Site * LEP w/ CC (N=10)® LEP w/o CC (N=16)
Head & Neck (N,%) 5(50%) 12 (75%) p=023
Scalp 3 (30%) 4 (25%)
Nose 0 3 (18.8%)
Face 3 (30%) 11 (68.8%)
V Area of Neck 1 (10%) 0
Trunk (N,%) 9 (90%) 531.2%) p=0.01
Chest 4 (40%) 1 (6.3%)
Abdomen 2 (20%) 0
Buttocks 5 (50%) 3 (18.8%)
Back 3 (30%) 4 (25%)
i T 5 (50%) 6 (37.5%) p=0.69
o 5 (50%) 4 (25%) p=023

* Indicates the number of patients with one or more lesions in individual body site

b CC was found on the trunk of 6 patients (3 chest, 1 abdomen, 4 buttocks, 1 back), on
the arms of 5 patients, on the legs of 2 patients, and on the face of 1 patient.
Abbreviations: CC: calcinosis cutis, LEP: lupus erythematous panniculitis
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Figure 1.

Figure 1. A patient with SCLE (a-c). (a) prior to a flare. showing mild disease confined to the back. (b)
and (c) following a flare of skin disease, SCLE lesions not only recur in the same anatomical location, but
the patient also developed new lesions to the neck, cheeks, forehead, cutaneous lips and scalp. A patient
with DLE (d and e). (d) prior to a flare, showing mild activity to the right medial brow and scarring to the
nasal bridge. (e) Flare of DLE (o the right medial brow, worsening at the same anatomical location as
before.
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Table 1
Table 1. Patient Demographics
Old Location + New Location Old Location
Median Age (+ IOR) 61 +£14.5 45+21.5
Sex (%)
M (n=3) 33 67
F (n=24) 33 67
Ethnicity (%)
White (n=19) 42 58
Black (n=7) 14 86
Asian (n=1) 0 100
Smolking Status (%)
Smolker (n=10) 20 80
Non-Smoker (n=17) 4] 59
Diagnosis (%)
DLE (n=18) ** 17 83
SCLE (n=11) ** 64 36
Concomitant SLE (n=20) 35 65
**p <0.01
CLASI-A Score A (+ IOR) 10+5 11+7
CLASI-D Score at time of 8+38 13£13.5
flare (+ IOR)
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Pathways affected in T cells by /{7r deletion in K5-VglI{3 mice
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Table 1: Distribution of CLASI-A subcomponent scores for each anatomical location at baseline

0
R

Erythema (score) Scale/hypertrophy (score)
guatomical lacation sl ) o 0) | Pink (1) Red (2) Darkred (3) | Absent (0) Scale (1) hy::::‘::,:’iz’ @
Rest of the face 33(25.0) | 32(24.2) 42 (31.8) 25 (18.9) 64 (48.5) 54 (40.9) 14 (10.6)
Nose (including malar area) | 48 (36.4) | 27(20.5) 45 (34.1) 12(9.1) 85 (64.4) 37 (28.0) 10 (7.6)
Arms 53(40.2) | 29(22.0) 35 (26.5) 15 (11.4) 79 (59.8) 42 (31.8) 11(8.3)
Ears 54 (40.9) | 35(26.5) 33(25.0) 10 (7.6) 73(55.3) 51(38.6) 8(6.1)
Front V-neck area 67(50.8) | 29(22.0) 33 (25.0) 3(2.3) 101 (76.5) 30 (22.7) 1(0.8)
Hands 80(60.6) | 24(18.2) 22 (16.7) 6 (4.5) 101 (76.5) 24 (18.2) 7(5.3)
:::::::s“”k ahdiox 81(61.4) | 18(13.6) 24 (18.2) 9(6.8) 98 (74.2) 32 (24.2) 2(1.5)
Back, buttocks 85(64.4) | 15(11.4) 19 (14.4) 13(9.8) 99 (75.0) 27 (20.5) 6(4.5)
Chest 86(65.2) | 16(12.1) 24 (18.2) 6 (4.5) 110 (83.3) 21(15.9) 1(0.8)
Legs 108(81.8) | 11(8.3) 8(6.1) 5(3.8) 113 (85.6) 16 (12.1) 3(23)
Abdomen 118 (89.4) 5(3.8) 8(6.1) 1(0.8) 121(91.7) 11(8.3) 0
Feet 119 (90.2) 5(3.8) 6(4.5) 2(1.5) 122 (92.4) 9(6.8) 1(0.8)
Mucous membrane lesions (score) |Recent hair loss (score) Alopecia (score)
Absent (0) e on! @ | Ne@ | Yes) | Apsent(@) |piftuse (1 T::L‘:;g:;f"t‘{z')“ e
quadrant (3)
n (%) 105 (79.5) 27 (20.5) 62(47.0) | 70(53.0) | 46(34.8) | 26(19.7) 9(6.8) 51 (38.6)

Participants from all treatment arms in LILAC Part B are included (N = 132). Results are based on observed data; no imputation for missing data was

conducted for this analysis.

Table 2: Distribution of change from baseline in CLASI-A subcomponent scores for each anatomical location at Week 16

Anatomical Erythema (score) Scale/hypertrophy (score)
location, n (%) -3 -2 -1 0 +1 +2 +3 -2 -1 0 +1 +2
Restof the face | 2(1.9) |13(12.4) | 35(333) [ 50(47.6) | 3(29) | 1(10) [ 1(10) | 3(29) | 26(24.8) | 69(657) | 7(6.7) 0
Nose (including
malar area) 1(1.0) | 12(11.4) | 35(33.3) | 52(49.5) | 5(4.8) 0 0 3(29) | 23(21.9) | 77(73.3) 2(1.9) 0
Arms 3(29) | 11(10.5) | 30(28.6) | 55(52.4) | 4(3.8) 2(1.8) 0 1(1.0) | 17(16.2) | 84 (80.0) 3(2.9) 0
Ears 1{1.0) 12(11.4) | 29 (27.6) | 58 (65.2) | 5(4.8) 0 0 1(1.0) | 26(24.8) | 73 (69.5) 5(4.8) 0
Front V-neck area 0 10(9.5) | 20(19.0) [ 71(67.6) | 3(2.9) 1(1.0) 0 1(1.0) | 18(17.1) | 84(80.0) 2(1.9) 0
Hands 1(1.0) 5(4.8) | 20(19.0) | 75(714) | 3(2.9) 1(1.0) 0 2(1.9) 10 (9.5) 89 (84.8) 4(3.8) 0
Posterior neck
and’or shoulders 1(1.0) 10(9.5) | 16 (15.2) | 71 (67.6) | 5(4.8) 2(1.9) 4] 2(1.9) | 14(133) | 82(78.1) 7(6.7) 0
Back, buttocks 3(2.9) 10(9.5) | 14(13.3) | 76(72.4) | 2(1.9) 0 0 3(2.9) 10(9.5) 89 (84.8) 3(2.9)
Chest 2{(19) | 12(11.4) | 11(10.5) | 76 (72.4) | 4(3.8) 0 0 0 13 (12.4) | 90 (85.7) 2(1.9) 0
Legs 3(2.9) 3(2.9) 7(6.7) | 92(87.6) 0 0 0 0 9 (8.6) 96 (91.4) 0 0
Abdomen 0 4(3.8) 5(4.8) [93(88.6) [ 3(2.9) 0 0 0 3(2.9) 102 (97.1) 0 0
Feet 0 3(2.9) 4(3.8) [97(924)| 1(1.0) 0 0 0 5(4.8) 100 (95.2) 0 0
Mucous membsang lesions Recent hair loss (score) Alopecia (score)
(score)

-1 0 +1 -1 0 +1 -3 =2 -1 0 +1 +2 +3

n (%) 18 (17.1) | 85(81.0) | 2(1.9) | 33(31.4) | 66(62.9) | 6(5.7) | 6(5.7) | 2(1.9) [ 11(10.5) | 82(78.1)| 4(3.8) 4] 0

Participants from all treatment arms in LILAC Part B are included (N = 132). Results are based on observed data; no imputation for missing data was

conducted for this analysis.
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