2UOTNMOTLKOC epuOnpatwédnc AUKOC
KAWVIKOEPYOOTNPLAKEC EKONAWOELC

Aviwvng @avoupLakng

PeupatoAoyog

A’ MNpormatdevutikn MaboAoyikn) KAwikn, I.N.A. «Aaiko»



TL €lval 0 CUCTNHATIKOC EpUONUATWdNC AUKOC;

Autodvoon, TTOAV-0pYaVLIKH VOOOC

AVNKEL TNV KATNYOPLOL VOOLATWYV TOU
OUVOETLKOU LoToU

Aev eival cuyvr, aAAA oUTE TTOAU omavia
(ouxvotnta ~0.1%)

Kupiwg — aAAAd 0L ATTOKAELOTIKA — O€
YUVOLLKEG

Epudavidetal oe nAkieg 15 €wg 50 eTwv
(vTtapxeL ko TatdLaTPIKOG AUKOC)




Neurological complications (50%)

Constitutional symptoms
and fevers (70%)

Cutaneous and mucosal
complications (70%)

Pleural effusion
(40%)

Pericarditis
and effusion

(20%) — Renal

complications
(30%)

- Gastrointestinal
complications {S0%)

Haematological
complications
(50%)

Arthritis and
musculoskeletal
complications
Raynaud (85%)
phenomenon

(20%)

Nature Reviews | Disease Primers

ZUOTNHATIKOG EpuOnuatwdng Avkog (ZEN)

* Etepoyevn¢vooog, Le TTAELASO OpYyAVWYV TTOU
propei va mpooBAnBouv

* [owilou BaBuou cofapdtnTa KAWVIKWV
ekONAWoewv (m.x. AT VPEVITIOA ...
anelAntiky ya t {wr BpopPonevia)

* «Evepyotnto» (avtotpéPiun) =
«xpovioTtnTa» (UN avIiloTPEYLUN)

*  Opoloylkn evepyotnta

*  Mn eldkég ekbnAwoelg (moOvog, kKOTwaon) eivat

OUXVEG

Kaul A, et al. Nat Rev Dis Primers 2016;2:16039



Demographic characteristics

Female/Male ratio ~9:1

Urban/Rural inhabitance, % ~3:1

Age at SLE diagnosis (years), 37.9 (15.7)
mean (SD)

Duration after SLE diagnosis, 8(12)
Median (IQR)

Current smoking, % 329%
Obesity (BMI>30), % 22.7 %

~1/4 pts were diagnosed
with lupus at age > 50

y.0




Crude incidence
(per 100,000 persons/years)
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Clinical items

Arthritis, n(%)

Acute cutaneous lupus,

n(%)

Malar Rash, n(%)

Photosensitivity, n(%)

Chronic cutaneous lupus,

n(%)

Oral/Nasal ulcers, n(%)

Non-scarring alopecia,

n(%)

Lupus Nephritis, n(%)

Primary NPSLE,

Serositis, n(%)

n(

Leukopenia, n(%)

AIHA, n(%)

Thrombocytopenia, n(

Raynaud’s, n(

Fever, n(%)

%

)

%

)

%

)

Mwg epgavideral o AUKOG?

At diagnosis Cumulatively

521 (73.3)
368 (52.8)

299 (42.4)
463 (65.6)
69 (9.8)

132 (18.8)
172 (24.4)

73 (10.3)
76 (10.7)
78 (11)
156 (22.1)
20 (2.8)

84 (11.9)
233 (33.1)

182 (26.1)

505 (85.6)
388 (55.1)

340 (48.2)
520 (72.3)
78 (11.1)

194 (26.6)
242 (34.8)

150 (21.3)

119 (16.8)

128 (18.1)
240 (34)
24 (3.4)

116 (16.4)
267 (37.9)

225 (32.1)

Raynaud’s and Trupetog
gival ouyVvEG eKONAWOEIG
KOTA TN TTPWTOdIAYVWOT)

H vegpimida toug ZEA
dOev gival 1600 ouyvA
600 ot d1ebvA

BiBAIoypagia

Augnuévo ToooTo
VEUPOYUXIATPIKWY
ekOnNAwaoewv
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Mo tn Stayvwon tou ZEA, cuyva Xpnolpomolouvtol T
kprtnpla taévopnonc (ACR 1997 n SLICC 2012)

Malar rash

Discoid rash

Photosensitivity

SLICC! Classification Criteria for Systemic Lupus Erythematosus

rheumTutor.com

Requirements: > 4 criteria (at least 1 clinicaland 1 laboratory criteria)
OR biopsy-proven lupus nephritis with positive ANA or Anti-DNA

Mucosal ulcers

Arthritis

Serositis (pleurisy or pericarditis)

by oy ey Py ey Py
et et o b e

Renal [Proteinuria > 0,5 gr/d or 3+, casts (RBC, Hb,
|_granular)]

[]

CNS (seizures, psychosis)

L]

Haematological disorders (Heamolytic anemia,
WBC<4000 (x2), LYMPH <1500 (x2), PLT <100.000
- no offending drugs)

(]

Immunological disorders [anti-DNA, anti-Sm, aPL,
anti-CL 1gG /IgM (+), LA (+), false(+) VDRL]

Positive ANA — no offending drugs

[1

Clinical Criteria

1. Acute Cutaneous Lupus*
2. Chronic Cutaneous Lupus*
3.0ral or nasal ulcers *
4.Non-scarring alopecia

5. Arthritis *

6. Serositis *

7.Renal *

8.Neurologic *

9. Hemolytic anemia

10. Leukopenia *
11.Thrombocytopenia (<100,000/mm?3)

Tsticc: Systemic Lupus International Collaborating Clinics
* See notes for criteria details

Immunologic Criteria

1.ANA

2.Anti-DNA

3.Anti-Sm

4. Antiphospholipid Ab *

5.Low complement (C3, C4, CH50)

6. Direct Coombs’ test (do not count in
the presence of hemolytic anemia)

ANA Ta KpLThpla tagvopnong dev eival dtayvwoTtika kpLtipLo!



AEPUATIKEC EKONAWOELC OTOV
gpuONuaTwdNn AVkKo

Localized/
generalized/

hypertropic lupus
erythymatosus

Lupus panniculitis

XpOvIoG SEPUATLKOG
AUKOC

Lupus tumidus

Eldka e€avBnpata
oToV epuBnuaTwdn
AUKo

Yro€Ug SepUaTLKOG
AUKOC

Lupus verrucous

E€avOnpata

O€&UC SepUaTIKOG

otov AUKOC

epuOnuatwén
AUko

®Dawopuevo Raynaud, Aeppatikn ayyetitida,
Mn-eL61ka TEPLOVUXLEG TEAQYYLEKTAOLEG, KVNOWTLKA
g€avOnparta ayyetitida, diktuwtr neAidvwon, atpodia,
nopdoAuywdelg BAaPeg

Sontheimer RD. Lupus. 1997; 6(2):84-95.






Ta moAAanAa eéavOnuata tou ZEN
O&uc AEN

Mpoowrikd apxeio



0§ -
Yro§uc AEA

Mopceia Evapén

NMAARpng €kBuon

Meta Osparneia

MNpoowriko apyeio



Ta moAAanAa eéavOnuata tou ZEN
Xpovioc AEN

Lupus verrucous

OUAWTIKA oAwTekia Chillblain lupus (xeipetia) (wart like)

—

Lupus tumidus

MNpoowrkd apxeio



2EN — KAWIKEG EKONAWOELC

* ApOBpitida (90%)
— Turtika un dtaBpwtikn, CUUUETPLKN ToAvapUpitida (avtideta ue
TNV PA)
— QAegyuovn tevovtwy - Apdponadeia Jaccoud

e AlpatoAoyikocg (35-40%)
— Neukomevia
e MpEmel va SLaywploTel amo pappakeUTIKA AeUKoTIEVIOL
— Autodavoon atpoAuTikn avatpia (5%)
— Opoppornevia (10-25%): ouvnBwc Nma ~100-150.000
e Oepamneia av PLTs < 20.000



SLICC' Classification Criteria for Systemic Lupus Erythematosus aheuiforcom

Requirements: > 4 criteria (at least 1 clinical and 1 laboratory criteria)

I'I AE U p i.t l6 a - I'I E p lKap 6 i.t l.5 a OR biopsy-proven lupus nephritis with positive ANA or Anti-DNA

Clinical Criteria | | Immunologic Criteria
1. Acute Cutaneous Lupus* 1.ANA
2. Chronic Cutaneous Lupus* 2. Anti-DNA
A L4 3.0ral or nasal ulcers * 3.Anti-Sm
[ ]
Kpltnplo TaglVO I‘ln Unq ZEI\ 4.Non-scarring alopecia 4. Antiphospholipid Ab *
5. Arthritis * 5.Low complement (C3, C4, CH50)
6. Serositis * 6. Direct Coombs’ test (do not count in

-Rena the presence of hemolyticanemia)

- ACR (1997) KOlL SLICC (2012) 8.Neurologic *

9. Hemolytic anemia
10. Leukopenia *
11.Thrombocytopenia (<100,000/mm?3)

d I_I A.E U p l.-[l.Kr'] 0 UA-A-OerI OU Vr’] e w q ul-Kp r’] r’] ZSLICC: Systemicl Lupus IqtemationalCollaborating Clinics
LETPLA — CUXVA OdOTEPOTIAELPN

— 2TmAvia HEYAAn n avOeKkTKN

e Eviote avBektikn N umtotpomnialovoa
nepwkapditida

e Tx
— Textbooks: MZAD
— Mpaktkd: XapnAéc 66oetlg GCs (20-40 mg/d ue tapering)



Mvevpovititda Avkov kat KupeAdikn atpoppayia
Ta oAU ontavia aAAd oAU eneiyovta

* Eneiyovoeg kataotaoeig!
e Juyva SpaUOTIKA ELKOVA
— Avonvola
— OwpPaKLKO AAyog
— Mvevpovitda: Epnupeto
— DAH: Awontuon og ~ 50%

*  *MpwTtapXlkd cUUMTWHO

e AA
— Juxva dVuokoAn n AA petav toug (DLCO?)
— Noilpwén!

— BAL, Cx

e Tx

— Abx eupéoc paopatoc apxLlka
— 3 woelg IV-MP (1 mg/Kg)
— PLEX — Kuttapootatika (CYC, RTX)

.4
Ia .
Martinez-Martinez MU & Abud-Mendoza C. Lupus 2011;20:568-574; Narshi CB, et al. Rheumatology (Oxford) 2010;49:392—-394



Nedpitida ZEA

e AJTO TIC TTLO YOPOAKTNPLOTIKEC EKONAWOTELC
e Textbooks: Qc 60% twv acBevwv pe ZEN
[N Attkov: ~ 20%

* TuUmoc BAAPNC: Znepapatovedpitida
— IMELPAMATIKN aLpoTovpio
— Mpwrteivoupia
— Kuttapwkoi KUAwépoL

Macula densa

Proximal
convoluted
tubule

Brush
border

= Proximal conwoluted
convoluted  tubule
{ubule

(a) (b)



Table 4. Abbreviated International Society of
Nephrology/Renal Pathology Society Classification of
Lupus Nephritis (2003)*

TOmol vedpitidog

Class | Minimal mesangial lupus nephritis

Class Il Mesangial proliferative lupus nephritis

Class Il Focal lupus nephritist

Class IV Diffuse segmental (IV-S) or global (IV-G) lupus ne-
phritist

ClassV  Membranous lupus nephritis§

Class VI Advanced sclerosing lupus nephritis

Ovuowaotikn Stadoponoinon

YTEPTMAAOTIKN MeuBpavwdng
v'"Newpttidiko cuvopopo v TUTTIKA VEQPWOIKO cUVOPOLO
v Taxeia e€EAEN og ESRD miBavn v/ ATToucia UTTEPKUTTAPIKOTNTAC
v'YPnAEG O00EIC OTEPOEIOWY v "YTTOUAN - UmmopEl va odnynoeEl

o€ ESRD



lotoAoyikoi urtotunot vedppitidog ZEN




Avixveuon nmaBoAoylkAG YEVIKAG oUpwV i
owénmevng Cr opou

\y 9"'4“ o

e Awatoupio | AsUKwpatoupia / \
1. Moootikonoinon npwTteivoupiog

— Pr/Cr oVpwv N
— 2UA\oyn oUpwvV 24wWPOU yLa LETPNON AEUKWUOTOC

2. E¢€taon WApatog ovpwv
— ITELPOMATLKA 1 KN OTIELPAMATIKA alpaToupia;

Mosca M, et al. Ann Rheum Dis 2010;69:1269-1274



Nevpoyuytatpikoc ZEA (21-95% twv acBevwv pe ZEA)

KN2
Eotiaka

Ayyelako eykepaALKO
EMELOOOL0

Kpiogig «E»
Xopeia

MuegAondBsiLa

Awayuta

Aonmtn pnviyyitida
ATTOHUEAVWTLKO OUVSPOLO
Kepalalyia

Ofela cuyXUTIKA KatAotaon
Woxwon

Awatapoxn dtaBsong
Ayxwéng cuvépopn

N'vwolakn duoAsttouvpyia

MN2

MoAAamnAn povoveupitida

MoAuveuvponaBsia

Kpaviakn veuponafesia
Autlvoun veuponadeila
MNAefomaOsia
Guillain-Barre

MuaocBévela

ATO TLC TTLO OLTTOLLTNTLKEG
Kot SUOKOAEC EKONAWOCELC

Bertsias G and Boumpas D, Nat Rev Rheumatol, 2010




“101raBAC” f “20TaBAc” NWIEA ;

SPECIAL ARTICLE

THE AMERICAN COLLEGE OF RHEUMATOLOGY NOMENCLATURE
AND CASE DEFINITIONS FOR
NEUROPSYCHIATRIC LUPUS SYNDROMES

N w z EA ACR AD HOC COMMITTEE ON NEUROPSYCHIATRIC LUPUS NOMENCLATURE

Arthritis Rheum, 1999;42

1lonaBAc 2omaOn¢

Anodoon o aA\a altia (LeTaBOALKEG
Satapaxec, AoLUWEELS, PAPUOKEVUTLKEG
TIAPEVEPYELEG KTA)

| H

Anédoon otnyv dLa
TN vOooo

<40% > 60%

MoAAéc dopéc SUoKkoAOG R Kal aduvartog o
SLoXWPLOMOC HETAEL TV SUO




Neurological disease (18%)

Strokes (5%), Seizures (4%)
Cranial neuropathies (2%), Cognitive dysfunction (2%)

Serositis (19%)

Leucopenia (35%)
Thrombocytopenia (16%)

Antiphospholipid syndrome (10%)
Lymphadenopathy (9%)
Autoimmune haemolytic anaemia (3%)

Fever (31%)

Non-criteria major organ involvement (19%)

Non-scarring alopecia (31%)

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

Oral ulcers (26%)

Renal disease (21%)

Raynaud (37%)

Livedo reticularis (10%)

Arthritis (85%)

Childhood SLE
Fever (46%)
Neurological disease (17%)
Renal disease (42%)




NMwg yivetal n diayvwon Tou ZEA;

* H dladyvwon otnpiletotl otic KAWIKEC EKONAWOELC KL TO LOTOPLKO

— Emeldn ot ekbnAwoelg tou ZEA dev eival amoAuta eLOLKEC yLa TN
VOO0, XPELALETAL TIPWTA VAL ATTOKAELOTOUV AAAQ TTAlBOAOY LKA
nipoPAnpata (r.x. AoLHwEELC)

— YnapxouV Ko NTILEG, aTEAELC LopPEC TNG VOCOU
(«adlapoporointn voooc¢ tou oUVOETIKOU LOTOU»)

* Ol EPYQOTNPLUKEC EEETACELC KOL TOL AUTOAVTLIOWHOTO 0poU BonBouv
— aAAa dev kaBopilouv — tn dtayvwon!

— AE BonBa n ouxvn emavainyn Twv AUTOOVIIOWHATWY



AVOOGOAOYLIKEC EEETAOELC



/ ANA titer (435 pts)

30,1

= ANA titer is not associated with disease activity
= ANAs should not be repeated in clinical practice
= ANA are not specific for SLE

= ANA > 1:80 is considered positive

m>1/1280
W 1/640
w1/320

m 1/160

= 1/80

Negative

26



‘EAEYX0C aAVOOOAOYLKWYV EEETACEWV

Baseline

 ANA

* anti-dsDNA

* anti-Ro/anti-La

* anti-RNP

* anti-Sm

* anti-phospholipid
e C3,C4

EmaveéEtaon av apyka (-)

e aPL
— Kunon
— Xelpoupyeio

— NEo veupOAOYLKO N ayYELAKO
cuppav

— AQYn ootpoyovwy

* anti-Ro/La
— Kinon



Noonpoérnra amé tn vooo kai T Beparreia ( Kupiwg oTEPOEISH)

Aoipwieig

OoTeomropwon- Aonmrn
YRKGOIOT)

ABnpwuarwon

| AD-1



2oBapotnta ZEA oto NN Attikov

Ektipnon wotpou
1. TOmo¢ KAWIKWwV eKdONAwoswv
—  Organ system involved
— Severity of organ involvement
2. Tunoc Oepanewwv
—  Cytotoxics (CYC), Biologics (RTX)

— DMARDs (AZA, MTX, CsA, HCQ)



Patterns of disease severity

Physician-based assessment
1. Type of clinical manifestations
—  Organ system involved
—  Severity of organ involvement
2. Type of therapies received
—  Cytotoxics (CYC)
—  Biologics (RTX,Belimumab)
— DMARDs (AZA, MTX, CsA, HCQ)

w Mild W Moderate

- Severe

30



