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Worldwide frequency and phenotypic variation of SLE

Prevalence range (per 100,000)

0-30 10-60 W Wide range
M 30-60 [H60-100 No data

Carter EE, et al. Nat Rev Rheumatol. 2016; 12: 605-20
Tian J, et al. Ann Rheum Dis. 2022; doi:10.1136/ard-2022-223035



Worldwide trends of SLE

Region Period Incidence? Prevalence?
Southeastern Michigan 2002-2004 5.5 72.8
Georgia 2002-2004 6.9 92.1
San Francisco 2007-2009 5.2 96.8
New York 2007-2009 6.0 75.9
USA 2003-2008 7.2 102.9
USA (CDC) 2002-2009 5.1 -
United Kingdom 1999-2012 4.9 97.0
Germany 2002 3.6 -
Southern Sweden 1981-2006 3.9 65
Denmark 1995-2011 2.4 45.2
Norway 1999-2008 3.0 51.8
Northeastern Italy 2013-2020 2.8 70.6
GLOBAL TRENDS 1992-2022 5.1 43.7

Comments

™ frequency in AA
Renal: 32% (19% in Whites)

™ frequency in AA
Renal: 34% (24% in Whites)

™ frequency in AA
Renal: 42% (25% in Whites)
Claims data

™ frequency in black, American
Indian/Alaska Native

J’ incidence over time
Renal: 10% in Whites

M frequency in Afro/Carib
J incidence over time

J’ incidence over time
Renal: 22-30%

Renal: 10% in Whites

1per 100,000 persons/year; 2per 100,000 persons



7.4 patients per 100,000/year
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SLE epidemiology in Crete: a community-based study
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Major organ disease

0 Biopsy-proven nephritis: 0.6 cases per 100,000/year
\EI Neuropsychiatric lupus: 0.5 cases per 100,000/year )

\

Gergianaki |, et al. Ann Rheum Dis. 2017; 76: 1992-2000
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Most cases of SLE appear between 30 and 50 years of age

Crete (Greece)

ltaly
Mean age: 43+ 15y
10 A
—Male i
—Female - o
% o
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T T T T T T T Age
15-24 25-34 35-44 45-54 55-64 65-74 75-84 85+ B —— Men Women O 95%CI O 95%CI
Age group

About 15-20% begin during childhood (average age 10 years) and
another 15-20% after the age of 50 years (“late-onset” lupus)

Gergianaki |, et al. Ann Rheum Dis. 2017; 76: 1992-2000



KAwikn eikova & tpooBoAn opydvwv

Neurological disease (18%)
Strokes (5%), Seizures (4%) A
Cranial neuropathies (2%), Cognitive dysfunction (2%)

Non-scarring alopecia (31%)\

| Acute cutaneous lupus (71%)
Chronic cutaneous lupus (11%)
Malar rash (45%)

kOral ulcers (26%) )

Serositis (19%)

Renal disease (21%)
Leucopenia (35%)

Thrombocytopenia (16%)
Antiphospholipid syndrome (10%)
Lymphadenopathy (9%)

Autoimmune haemolytic anaemia (3%) ~—— Livedo reticularis (10%)

Raynaud (37%)

— Arthritis (85%)

Fever (31%)

Non-criteria major organ involvement (19%)

* Cumulative frequencies are shown
Fanouriakis A, et al. Ann Rheum Dis. 2021;80:14-25

©2021 by BMJ Publishing Group Ltd and European League Against Rheumatism



Aeppatikn tpooBoAn oto ZEA

Xpoviog

(013¥] Yno§ug Awokoedbng <«

DDx: =
dermatomyositis, DDx: drug-induced,
rosacea psoriasis

DDx: frost bites, lupus
pernio, vasculitis,
cryoglobulinemia,
leukemia (CMML)

Kuhn A, et al. J Autoimmun. 2014; 48-49: 14-9; Petty AJ, et al. Curr Allergy Asthma Rep. 2020; 20(5): 12; Obermoser
G, et al. Lupus. 2010; 19(9): 1050-70; Walling HW, et al. Am J Clin Dermatol. 2009; 10 (6): 365-381



2 & KauKaoioug, ICTOAOYIKA TEKUNPIWHEVH VEPPITIOO
atravtd oto 20-30% Twv aclevwyv pe ZEA

ABpPOIOCTIKO TTOCOOTO ETTITTOAACHMOU
VEQPITIOAG TOU AUKOU Kal VE@QPITIOAG
ToU AUKOU pe etTiIfefaiwon pe Bloyia

2 (N =2,781)1a

2 100

@®©

o

c 80

8~

c X 60 0,

> _1 40

o

o c

§ = 20

2 0

- LN Biopsy-proven LN
3 N = 952 N = 815
08_ P < 0.001 P < 0.001

This graph has been independently created by GSK from the original data in the source.

MeTa-avaAuon 5 peAeTwv Pe avagopd ve@piTidag Tou AUKoU kai ve@piTidag Tou AUkou emBeBaiwpévng Pe Blowia

1. Wang H, et al. Arch Rheumatol. 2017;33(1):17-25 DOI: 10.5606/ArchRheumatol.2017.6127; 2. Anders HJ, et al. Nat Rev Dis Primers. 2020;6(7):1-25 DOI: 10.1038/s41572-019-0141-9; 3. Nakano M, et al.
Lupus. 2019;28:1062—1073 DOI: 10.1177/0961203319860200; 4. Hanly JG et al. Rheumatol. 2016;55:252-262. DOI: 10.1093/rheumatology/kev311)



H veppiTida Tou AUKOU ocuxXVvdA gp@avideTal TTPWINA OTNV TTOPEIA TG VOO OU

Apxikn
d1dyvwon?

7-31%

TWV aoBevwv
£xouv vepiTida
KOTA TN
diayvwon Tou
AUKou

70-90% Twv aoBevwy pe ZEA
avaTITUOOO0UV VEPPITIOA TA TTPWTA 5

Me Baon Tn peAétn SLICC (N = 1.827) ol TEAIKOU oTadiou
aoBevEiC Je VEPPITIDA KaTE TN SIdyvwan VEQPIKI VOTO
TOU AUKOU fTav vedTepol (31.3 vs 36.9) péoca oe 15
Kal 1o ouxva avrpeg (16% vs 9%)

ve@piTida®

NMapakoAoudnon

Q¢ ka1 25% /priq oNHOVTKN KALVLID

OAWV TwV Stadoponoinon tng
000EVWV HE TPWLHOL- Evavtt OPLua-
veppiTida epdavilopevng vedppitidog
avaTTTUCOoOUV
(ouyvotepa, emnpeacuevn
GFR kat avarntuén teAikou
XpOVvIa aTré TN otadiou VEQPLKNC VOoOoU o€
[P < 0,001] vs TwV aoBeviv Xwpig Sidyvwon Tng nAlkte gppaviong >30 eti)
VEQPITISaG2 \ /

ESKD = end-stage kidney disease;
SLICC = Systemic Lupus International Collaborating Clinics.

Data from a pragmatic review article (26 publications included)?

Fanouriakis A, et al. Ann Rheum Dis 2021;80:14-25;

Mahajan A, et al. Lupus 2020;29:1011-1020; Hanly JG, et al. Rheumatol 2016;55:252-262.

Chen M, et al. Rheumatology 2014;53:180-185; Ugolini-Lopes MR, et al. Lupus. 2019; 28: 123-128;
Delfino J, et al. Adv Rheumatol. 2020 Jan 3;60(1):5.



H duayutn vniepmAaotikni (class IV) vedpitida eivat n cuxvotepn
LotoAoyikn popdn oto ZEA

MoAukevTpikn HeAETN (ITalia): 499 aoBeveic (mepiodog 1970 — 2016)

100 100
3.9% () 34% 8)
14.2% (15) 3
12.4%(29) 20% (21) 21.7% (34) 16.2% (38)
20.3%(32)
80 80
- 29.2%(31) )
z <
3 2 Class IV >
" R
b= G
g a 53.3% (54) 58% (91) 51.1% (120)
& 30.2% (32) S
a0 =
5 Q40
- 2
-]
- 2:
20 r FHH
MaBoAoyikn 20 s i :
’ A ] 0 H 3 0,
v op0y EEI)
1970-1985 1986-2001 2002-2016 4.8% (5) 25%(4) 25X (13)

. Urinary abnormalities

. Nephrotic syndrome

D Acute nephritic syndrome

D Rapidly progressive renal failure

1970-1985

Wclassi [ Classi [ Class v [[] Class V

1986-2001

2002-2016

-

o

» Agv UTTAp)OUV EupAPATA OTAV avAAUCH oUpWYV i TO AQUTOAVTICWHATA TTOU VA OIaKPiVouv
ATTOAUTA TIG UTTEPTTAACTIKEG ATTO TIG UN-UTTEPTTAACTIKEG VEPPITIOEC 2EN
o YepmAAOTIKEG VEQPITIOES: ouvBwWC anti-DNA+, xaunAd C3/C4, evepyo inua oupwv

~

v

Moroni G, et al. Ann Rheum Dis. 2018;77:1318-25




O veupoloyLkeéc-PuxLatpLkeg ekdNAWOELC eival ouXVEC og aoBeveic pe ZEA
KOlL QUITOTEAOUV GNHAVTLKO dLayvwoTiko Kat Ogpamneutiko mpofAnpa

Kevtpwko N2 Nepudpepko N2
Eotiakécg

Ayyelokn eykepalAikn vooog MovoveuponaBeila
EruAnmnuikn Statapayn MoAuveuponaBeia
Xopeia Kpaviakn veuponaBeia
MueglondBeia Autovoun veuponaBsia

Z0vépopo Guillain-Barre
Alayuteg Bapeia puacBéveia
Aonmntn pnviyyitida
ATMOMUEALVWTLKA VOOOG
KedaAaAyia
O&eia ocvyyvon
Woxwon
Kata®Awpn
AyxwdeLg dratapayEg

Avola / YVWOLOKEG SLOTAPAXES

* The ACR nomenclature and case definitions for neuropsychiatric lupus syndrome. Arthritis Rheum. 1999;42: 599-608



NeupowuxiaTpikéG eEKONAWOEIG
og aolevn pe ZEA

N

[ O@pcsiAdueves oro ZEN ]

(«mpwrorrabng N¥ ZEA»)

4 L 4

[ Mn-o@&iAdusveg oro ZEN J

* AONpoBpouBwoNn HeydAWYV ayyEiwv ‘ * «ld10TTOOEIG»

 Mikpo-ayysiomdadeia KV 7, GAAgg)
« Neupwvikr SucAgIToug MiyoTtepo atrd 1o 30-40% Twv ATOPAXES
» AlaTapaxn AIMOTOEYKE! £K5l‘|)\(i)0' EWV atrodidovTal o€ FOMIVWV-TTOPAYOVTWYV

o mpwrtotradl NW ZEA {1

i v peepees AVTIOPACEIG PAPHAKWV

\ AVTI-@WO QOAITTISIKG AVTICWHOTA
\V AvTI-P & aVTI-VEUPWVIKG aVTICWHOTA
\ ®AeyHOVWIEIG HECOAABNTES
\ ETITaXuvopevn adnpookARpuvon

Jeltsch-David H and Muller S. Nat Rev Neurol. 2014; 10:579-96, Bertsias G and Boumpas D. Nat Rev Rheumatol. 2010; 6:358-67



Nevpopuxtatpikec ekdnAwoelg oto ZEN

Avaokomnnon 749 neputtwoswyv acBevwv pe ZEA (24 kpttripia ACR)

149 aoBeveig¢ mapouvciacav 181 veupouyxlatplkég ekdnAwoelg (ouxvotnta =19.5%,

HEon dlapkela vooou 9 + 7 €1n)
NMpwtoradrg NWIEA (*): 75 (41%) (= 1 otoug 12-13 aoBeveic ZEN)

MNoapadayovieg kKwdUvou: veapn nAwkia, mpwiun vocog, Oetikd aviidpwopoAumidika
OLVTLOWMOLTA, YEVIKEUUEVN EVEPYOTNTA VOGOU

Npwtonabng NWIEA
CVA

Cognitive disorder
Seizure disorder
Cranial neuropathy
Mood disorder
Psychosis

Headache

Peripheral neuropathy
Movement disorder
Transverse myelitis
Acute confusional state
Anxiety disorder
Aseptic meningitis
Mononeuritis multiplex

N
14

[y
=

= =R R NWWUUuOGOONNO

%
8%
6%
5%
4%
4%
3%
3%
3%
2%
2%
1%
1%
1%
1%

Acuteponadng NWIEA
Mood disorder
Headache

Anxiety disorder
Demyelination
Cognitive disorder

CVA

Cranial neuropathy
Myasthenia

Seizure disorder
Psychosis

Peripheral neuropathy/GBS
Aseptic meningitis
Movement disorder
Transverse myelitis

N
27
18

P RPWwWhoooNNO®AE

[y

%
15%
10%

6%
4%
4%
4%
3%
3%
3%
2%
2%
1%
1%
1%

Fanouriakis A, et al. Rheumatology (Oxford). 2015; 54:1270-8, and unpublished data



Kevtpwo NZ Nepudpepko NI
Eotiakéc

Ayyelokn eykedpalAikn vooog MovoveuponaBeia
ErAnmuikn Statapayn MNoAuvevpondBdeia
Xopeia Kpaviakn veuponaBeia
MuelonaBela Autovoun veuponafeia

Z0vépopo Guillain-Barre
Alayuteg Bapeia puaocBéveira
Aonmtn pnviyyitida
ANOMUEALVWTIKA VOOOG
KedpaAaAyia
Oéeia olyyuon
Woxwon
Koata®Awpn
AyxwoeLg dratapayEg

Avola / yYVWOLOKEG SLOTAPAXEG

Turo¢ veupouxLlatplkn¢ ekdNAwong:

v «Hree» ekbnAwoslc (kepaAadyia, ayxoc,
nra dtatapayn cuvaloduatog, NILES
VVWOTIKES SLATAPOXES, aUWOIeC XwWPIC
HMIr evpiuata) anavtouv cuxva oAAd
(LepoVwHEV) omtavia oxeTilovTtal pe
npwtonadn NWIEA

ACR 19 42/46 (91%) 46%

Ainiala H, et al. Arthritis Rheum. 2001; 45:419-23



Kevipiko N2 Nepipepikd NI Turtog veupouxtatplkng ekdNAwaong:

Eotiakeg v «Hree» ekbnAwoslc (kepaAadyia, ayxoc,
Ayyelakn eykepaAikn vocog MovoveuponaBeia nna dtartapayn cuvaloGNUATOG, NITLES
ErtAnmtikn Statapaxn bl O ALMSL RO ESOE G TTLI0  YVWOTIKEC SLATAPOAXES, ALUWSIEC XWPIC
Xopeia Kpaviaki VEUpOTIdOeLa HMIr supiuata) amoavtouv cuxva aAld
, , EUOVWHEVA) oTtavia oxetilovtol pe
MuelonaBela Autovoun veuponadBeia (eu K , ) XETLS H
npwtornadn NW2EA
Z0vépopo Guillain-Barre
Alayuteg Bapeia puaocBéveira

Aonmtn pnviyyitida

ANOMUEALVWTIKA VOOOG

iy ACR 19 42/46 (91%) 46%
Oéeia olyyuon ACR 14* 21/46 (46%) 93%
Woxwon
) Ainiala H, et al. Arthritis Rheum. 2001; 45:419-23
mleomarBinm= L0l

mlMNAASIC AL ARMNEG. T
Avolo / yasiaxicllargaonis mia




O ZEA yopaktnpeil{eTal amo oUTOoVILCWATA TTOU CUXVA

nponyouvtol ThE KAWLKAG Stayvwong

Department of Defense
Serum Repository (DoDSR)

Umea (Sweden)

A Diagnosis ANA
100 _ [ A
)‘—'—:‘ = — =558
,f"’:—r = = dsDNA
2 80 g ’_r,r-—" —r/J (' —_ RN
4 - f
% 60 T
o —
-8 {r
= ibodi
; 40 Auto-antibodies
5 — ANA Anti-dsDNA
s Lo j | — Ant-Ro  — Anti-Sm
— — Anti-La — Anti-nRNP
— APL —r —
0 T T T T T T T T T | - _—
-5 -4 -3 -2 -1 0 1 2 3 4 5 -10 9
Time (yr)

N Engl J Med. 2003; 349: 1526-33 ** Arthritis Res Ther. 2011; 13: R30

80% 63%
 80% =3

» Sequential appearance: ANAs — aPL, anti-Ro/La (mean 3.2 years) — anti-dsDNA (mean 2.2 years)
— anti-Sm/anti-RNP (mean 1.2 years)

» Odds ratios for SLE: 18.1 for anti-dsDNA;11.5 for ANA; 8.9 for anti-Ro/SSA
* Accumulation of autoAbs closer to diagnosis/classification (? potentially delayed by early HCQ use)
» aCL IgG/IgM (15—-20%): tendency for broader clinical manifestations

Rheum Dis Clin N Am. 2014; 40: 621-35; J Autoimmun. 2006; 27: 153-160;
Seminars Arthritis Rheum. 2021; 51: 43-48; Front Immunol. 2022; 13: 890522.



Avtoavtiowpata oto ZEA

Anti-dsDNA

Anti-Sm

ENAs (anti-Ro, anti-
La,anti-RNP)

aPL

Low C3/C4

95-98%

40-50%

10-15%

30-50%

20-25%

60-70%

XaunAn (unAotepn
yla TitAdoug >1:640)

YynAn

YynAn

MétpLa

MétpLa

Métpla (upnAotepn
€0V ouvuaoTIKA
J C3 & C4)

Hep2 IIF: gold standard

CLIFT: uynAotepn
ELOLKOTNTOL OE OXEON UE
ELISA

C4 null allele carriers;
Sdlakupavon pe
gvepyotnTa



AAAa otoxeia maboloyiag

H apBpitida tou ZEA dev eival mavta fa!

Kuttapormeviec:

— Kuplwg Aspdomevia 3 Asuvkomevia (>> oubetepomevia > aoclvnBeg
Alyotepo armod 1000/ulL)

— Avauuia: kuplwc xpoviag vooou mapd oiLLOAUTLKN
Mepkapditidba >> mAsupitida

Mpwteivoupla >500 mg/2h (16lwg otav cuvumapyel atpatoupio/svepyo wWnua)
- €vdeltn ywa Bloyia

Mupetoc: ocuvnBwe <39, cuvodeUEeTOL LE KOTIWON, AEUKOTIEVIQ, OLVTATTOKPLVETOL
o€ 30-40 mg npedvilovng
— CRP: cuvnBwc — aAda oxL tavta — GuGLOAOYLKN 1 ATILOL ALVENUEVN

Eldika avtoavtiowpata (ENA, anti-dsDNA): emti toxupnc kKAwikn ¢ umtodiog
— OeTkd povo 3-5% twv acbevwv ZEA pe apvntika ta ANA, C3, C4



2naviotePEC (aAAA oNUOVTLIKEC) KALVIKEC EKONAwOELC Tou ZEN

Muokapbitida

KupeAbitda (rmvevpovitda)

MveupovLKn atpoppayia

TTP-like

EvteponaBesla — cuvdpopo duocamnoppodnong
Kuotitiba

AYYELLTLOO LECEVTEPLWV AYYELWV



Ou avdpeg pe ZEA €xouv Baputepn voco

Peak incidence of nephritis 45-54 years 15-24 years
Peak incidence of NPSLE 45-54 years 35-44 years
Lupus nephritis 11.8% 26.4%
NPSLE 3.3% 13.3%
Serositis 14.0% 28.0%
Hematological 28.0% 47.2%
Severe SLE forms 13.5% 34.0%
Organ damage (at year 3) 22% 34%

Gergianaki |, et al. Ann Rheum Dis. 2017; 76: 1992-2000



Awadopomnolnoelg avaloya He TV nAkio Evapénc tng voocou

Moudratpikog/ednPikoc ZEA 2ENA oyipov evapéewc
[epIocOOTEPA AUTOAVTICWHATA OpoyoviTida
NEPPAdEVOTTABEIO-TTUPETOC Sicca/Sjogren’s
NeppiTida Anti-Ro/SSA
NeUupoOWUXIATPIKEG EKDNAWOEIC XapnAGTEPN OUXVOTEPQ
ApbBpiTida Kal o€ HEYAAES VEQPITIOAG

apBpwoelg

[MeploocOTEPES
ouvvoonpPoTNTEC-BAGRN
opyavwyv



Kputipla taétvopnong tov ZEA

14

THE 1982 REVISED CRITERIA Derivation and Validation of the 2019 European League Against Rheumatism/
FOR THE CLASSIFICATION OF Systemic Lupus International Collaborating Clinics American College of Rheumatology classification
SYSTEMIC LUPUS ERYTHEMATOSUS Classification Criteria for Systemic Lupus Erythematosus criteria for systemic lupus erythematosus
ENG M. TAN, ALAN S. COHEN, JAMES F. FRIES, ALFONSE T. MASI Martin Aringer,” ' Karen Costenbader,? David Daikh,’ Ralph Brinks,* Marta Mosca,”
DENNIS J. M,s?;:(:,ii ;‘ :1(_) :{I [;'m:z ?(g:,g[,f]]-“ []).' :&:EHGEE};’E: SCHALLER, i helle Petri,' Ana-Maria Orbai,' Graciela S. Alarcén,? Caroline Gordon,® Joan T. Merrill,* Rosalind Ramsey-Goldman,® Josef S Smolen,” David Wofsy,® Dimitrios T Boumpas,*'®
Paul R. Fortin,® Tan N. Bruce,® David Isenberg,” Daniel J. Wallace,® Ola Nived,” Diane L Kamen,'" David Jayne, ' Ricard Cervera, " Nathalie Costedoat-Chalumeau,
Gunnar Sturfelt,” Rosalind Ramsey-Goldman,'® Sang-Cheol Bae,'' John G. Hanly,'? Betty Diamond,” ' Dafna D Gladman,” '® Bevra Hahn,'” Falk Hiepe,'®

Jorge Sanchez-Guerrero,"* Ann Clarke,'* Cynthia Aranow,'® Susan Manzi,'® Murray Urowitz,'” Saren Jacobsen,"® Dinesh Khanna. 2 Kirsten Lerstram,2' Elena Massarotti 222
Dafna Gladman,'” Kenneth Kalunian,'® Melissa Costner,'® Victoria P. Werth,?® Asad Zoma,*' Joseph McCune' 2 Guillermo Ruiz:Irastorza 2% Jorge'Sanchez-Guerrero 2526

Sasha Bernatsky,'* Guillermo Ruiz-Irastorza,>> Munther A. Khamashta,?® Soren Jacobsen,>* . L 27 028 .29 |
Jill P. Buyorl:?l25 Peter Maddison,?® Mary Anne Dooley,?” Ronald F. van Vollenhoven,?® M»anhl-as Schne1d1er, ‘Murray‘l;rownz, George ZBfQS'aSﬂ Blmbagf Hoyer,
Ellen Ginzler,” Thomas Stoll,** Christine Peschken, Joseph L. Jorizzo,** Nicolai Leuchten,' Chiara Tani*" Sara K Tedeschi,” **** Zahi Touma,

18,30

Jeffrey P. Callen,®® S. Sam Lim,* Barri J. Fessler,> Murat Inanc,® Diane L. Kamen,*® Gabriela_ SChmajUk; BranimirAnic;: Florence .A.Ssa’;g P Tak Mao. Ch%]'%
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Suhail Hameed,' Hong Fang,' Ngoc Pham,! Robin Brey,® Michael H. Weisman,®® Winfried Graninger,*' Bernadett Halda-Kiss,® Sarfaraz Hasni,* Peter M Izmirly,
Gerald McGwin Jr.,2 and Laurence S. Magder* Michelle Jung,”” Gabor Kuménovics,* Xavier Mariette, ***® lvan Padjen,**

José M Pego-Reigosa,*® Juanita Romero-Diaz,*’ ffiigo Rua-Figueroa Fernandez, *®
Raphatle Seror,> Georg H Stummvoll,*® Yoshiya Tanaka,” *° Maria G Tektonidou,
Carlos Vasconcelos, > Edward M Vital, >** Daniel ) Wallace,”® Sule Yavuz,*®

Pier Luigi Meroni,”’ Marvin J Fritzler,*® Ray Naden, Thomas Démer,” &

Sindhu R Johnson®¢!



The 1997 revised ACR classification criteria for SLE

-

Malar rash: fixed erythema, flat or raised, over the malar eminences, tending to spare the nasolabial v Requires 24/11 criteria,
folds .
2] Discoid rash: erythematous, raised patches with adherent keratotic scaling and follicular plugging; Serla"y or

—passiblatranhic scarding o oldarlasions Simultaneously’ during
3] Photosensitivity: skin rash as a result of unusual reaction to sunlight, as determined by patient history ot o

or physician observation any period o

4. Oral ulcers: oral or nasopharyngeal ulceration, usually painless, observed by physician observation
5. Arthritis: nonerosive arthritis involving two or more peripheral joints, characterized by swelling, )
tenderness, or effusion v Extensively used,

6. Serositis: pleuritis, by convincing history of pleuritic pain, rub heard by physician, or evidence of pleural _QEO
effusion; or pericarditis documented by electrocardiography, rub heard by physician, or evidence of reported 83-96%

pericardial effusion sensitivity and 93-96%
7. Renal disorder: persistent proteinuria, > 500 mg per 24 hours (0.5 g per day) or > 3+ if quantitation AR~
is not performed; or cellular casts (may be red blood cell, hemoglobin, granular, tubular, or mixed SPeCIfICI_ty for SLE
c) diagnosis
8] Neurologic disorder: seizures or psychosis occurring in the absence of offending drugs or known
‘ metabolic derangement (e.g., uremia, ketoacidosis, electrolyte imbalance) Drawbacks:
9. Hematologic disorder: hemolytic anemia with reticulocytosis; or leukopenia, < 2,000 per mm? .
(4.0 X 10° per L) on two or more occasions; or lymphopenia, < 1,500 per mm? (1.5 X 10° per L) y Over'rePresentatlon of
on two or more occasions; or thrombocytopenia, < 100 X 10° per mm? (100 X 10° per L) in the skin manifestations

absence of offending drugs
10. Immunologic disorder: antibody to double-stranded DNA antigen (anti-dsDNA) in abnormal titer; or * Vague definitions for
presence of antibody to Sm nuclear antigen (anti-Sm); or positive finding of antiphospholipid antibody .
based on an abnormal serum level of IgG or IgM anticardiolipin antibodies, a positive test result for some items
lupus anticoagulant using a standard method, or a false-positive serologic test for syphilis that is known . .
to be positive for at least 6 months and is confirmed by negative Treponema pallidum immobilization Under'representatlon

or fluorescent treponemal antibody absorption test of some organs
11. Antinuclear antibodies: an abnormal antinuclear antibody titer by immunofluorescence or equivalent
assay at any time and in the absence of drugs known to be associated with drug-induced lupus e Can classify W/O ANA or
aDNA/ENA Abs

Tan EM, et al. Arthritis Rheum. 1982; 25:1274; Hochberg MC. Arthritis Rheum. 1997; 40:1725;
Maddison PJ. Best Pract Res Clin Rheumatol. 2002; 16(2):167-80



Patient #1
Female, 28 yo

“Butterfly” face rash
Polyarthritis

Raynaud’s

Leukopenia 3200/pL
ANA 1:320

Anti-Ro/SSA (+)
Anti-dsDNA Crithidia (+)

Criteria ACR 1997:
5/11

Patient #2
Female, 32 yo
Myocarditis (ICU)
PLT 70.000/pL

Recent DVT (L) lower
extremity

ANA 1:320
Low C3/C4
Triple aPL positivity

Criteria ACR 1997:
3/11

Female, 42 yo
Autoimmune hemolytic
anemia (Hb 8-9 g/dL)
Polyarthritis

Low C3/C4

ANA (and rest of
immunological tests):
negative

Criteria ACR 1997:
2/11



The 2012 SLICC classification criteria for SLE

Clinical Criteria

1.

9.
10. Leukopenia (<4000/uL), Lymphopenia (<1000/pL)

P9 F= o0 B ogm

Acute or subacute cutaneous lupus (malar rash,
bullous lupus, TEN-like variant, maculopapular,
photosensitive lupus rash, psoriaform and/or
annular polycyclic SCLE lesions)

Chronic cutaneous lupus (discoid rash, hyper-
trophic lupus, lupus panniculitis, mucosal lupus,
lupus erythematosus tumidus, chillblains lupus)

Oral/Nasal ulcers

Non-scarring alopecia

Inflammatory synovitis

Serositis

Renal: UPCR >0.5 or red blood cell casts

Neurologic: seizures, psychosis, mononeuritis
multiplex, myelitis, peripheral or cranial
neuropathy, acute confusional state

Haemolytic anaemia

11. Thrombocytopenia (<100,000/uL)

Immunologic Criteria

1.
2.

ANA

Anti-dsDNA above laboratory reference range
(except ELISA: > x2 UNL)

Anti-Sm

Antiphospholipid antibody (lupus anticoagulant,
false-positive test for syphilis, anti-cardiolipin,
anti-b2 glycoprotein 1)

Low complement (C3, C4, CH50)

Direct Coombs test in absence of haemolytic
anaemia

Requirement:

v 24 of the 17 criteria, with 21 clinical criterion

& 21 immunologic criterion

v’ Biopsy-proven lupus nephritis in the

presence of ANAs or anti-dsDNA

Petri M, et al. Arthritis Rheum. 2012;64(8):2677-86




EULAR/ACR 2019 Classification criteria for SLE

Entry criterion: history of a positive ANA by Hep 2 immunofluorescence >1:80.

Clinical domains and criteria Weight |Immunologic domains and criteria Weight
Constitutional domain Antiphospholipid antibodies domain
o Fever 2 e  ACLIgM/IgG >40 GPL units
Cutaneous domain ) or anti-B2GP1 IgM/IgG 5
*  Alopecia or oral ulcers a or lupus anticoagulant positive
e  SCLE or discoid lupus* 6
° ACLE
Arthritis domain Complement proteins domain
. Synovitis 6 . Low C3 or low C4 3
° Low C3 and low C4 4
Neurologic domain )
° Delirium 3 Highly specific antibodies domain
° Psychosis . Anti-dsDNA or anti-Smith 6
. 5 .

e  Seizure antibody
Serositis domain
° Pleural or pericardial

effusion 5
e  Acute pericarditis 6
Hematologic domain
e Leukopenia 3 » Classification threshold of 10
e  Thrombocytopenia or 4
autoimmune hemolysis
Renal domain
e  Proteinuria >0.5g/24h 4
* Class Il or V LN 8 Aringer M, et al. Ann Rheum Dis. 2019; 78(9): 1151-59
° Class lll or IV LN 10 ’ ' ' ’ '




Performance of SLE classification criteria in real-life settings

) SR
Cohort/dataset Sens Spec Sens Spec Sens Spec
EULAR/ACR 2019 83% 93% 97% 84% 96% 93%
validation cohort
Linképing (SE) 83% 82% 100% 75% 93% 73%
Beth Israel 93% 99% 95%
Deaconess (US)
SLICC 12 criteria 83% 96% 97% 84% 91% 89%
scenarios
Seoul (KR) 96% 94% 99% 93% 98% 91%

E E il

Although classification criteria are biased towards long-standing disease,
the SLICC 2012 and EULAR/ACR 2019 sets allow the capture of early SLE

Dahistrém O, et al. Lupus. 2019; 28(6): 778-782; Adamichou C, et al. Ann Rheum Dis. 2020; 79(2): 232-241; Lee EE, et al. Clin Exp Rheumatol. 2020; 38(6): 1075-
1079; Petri M, et al. Arthritis Care Res (Hoboken). 2021; 73(9): 1231-1235; Rubio J, et al. Lupus. 2020; 29(4): 421-425; Johnson SR, et al. Ann Rheum Dis. 2020;
79(10): 1333-39; Aringer M, et al. Arthritis Rheumatol. 2019; 71(9): 1400-12; Aringer M, et al. Ann Rheum Dis. 2019; 78(9): 1151-59



Classification criteria have suboptimal performance
as “diagnostic” at early disease (<3 years)

100% o

7,3%
|'" i 030% § u ACR 1997
SLE cohorts of Crete & 90%! a5, i § SLICC 2012
Attikon Hospital (Athens) - ! § SEULAR/ACR 2019
80%

Patients diagnosed with SLE §
(n=690) or control diseases . \
(n=401), ascertained by 0% T \
experienced physicians %
through follow-up 60% N\

Specificity

Adamichou C, et al. Ann Rheum Dis. 2020; 79(2): 232-241



Other considerations in (early) SLE diagnosis

« “..Does not look like SLE, but it is..”

— Organ-dominant lupus (my, pe avoooloyikry OpopPormevia,
nuelonadela, vedpitda)

— Patients with severe major organ involvement (CNS, cytopenias,
serositis) plus abnormal serology and/or skin/joints involvement might
qualify for a diagnosis of SLE

Bertsias G et al, Nat Rev Rheumatol. 2013; 9(11):687-94; Calvo-Alen J, et al. Arthritis Rheum. 1995; 38: 1475



Other considerations in (early) SLE diagnosis

o “..Looks like SLE, but it is not..”

— «Adwadopomnointn Nocog Zuvdetikou lotou»

n u

— “Lupus-like”, “incomplete lupus”, “latent lupus”

on-progression Non-progression
/ remission? remission?
Phase 1 Phase 2 Phase 3 Phase 4
Genetic Risk " Asymptomatic - Early Symptoms a5 Clinical
. . Autoimmunity = of CTD (now 23 Diagnosis/
v’ 10-20% will progress into and “LE", “Latent | | Classification
SLE Wlthln 5_10 years Inflammation llzjg?;’:)or of SLE
\ J \ J
v Treatment should not be L 1]
. Time...
delayed in these [Time--]

Benign”
autoantibodies, early
cytokines and

HLA and other
SLE genetic
risk alleles

patients!

Environmental
exposures

Risk predictioK\ y

Costenbader KH, et al. Arthritis Care Res. 2015; 67: 593; Rua-Figueroa |, et al. Medicine. 2015; 94: 1




Baolkd cupunepacpoto

O ZEA bev elval «omavia» voooC Kol O ETUTOAQCUOC Tipooeyyilel tic 80-100
neputtwoslc  ava 100.000 Katolkoug, HE ONMUOAVTIKEG €OVIKEG/PUAETIKEC
Swapoponotioelg

Agv glval aMOKAELOTLKA VOOOC «VEAPWV» YUVALKWYV (HEan nAkiar dtayvwaong: 40-50
emn)

Ytou¢ Kauvkaoloug, vedpitdba avamtucostal oto 25-30% (xoapnAn oudoc yla
Slevepyela SltayvwoTikAc Bloyiog)

MowkAla KAWLWKWY Kol avoooloywkwv ekdbnAwoswv. H Sidyvwon moapouotdlet
ouxva SUOoKOALEG.

Baolletal Kuplwe 0TN CUCTNUOTIKOTNTO TWV KALVLKWY/OVOGOAOYLKWY EUPNHATWV.

Ta kpttapla Tavopnong tou ZEA sival «Bondnua» aAAd gv umokablotouv TNV
KAWVLKA dLdyvwon

Artatteitol oxupn unoio oe mepumtwoel coPfapwv ekdnAwoewv amnod peilova
opyava (ry, KNZ).



