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[Tapouoiaon Meplotatikwy Mpwipou 2ZEA

Fewpylog Aepiptl{oyAou
Eldikevopevog Peupatoloyiog

Movada Peupatoloyiog kat KAwikric Avoooloyiag NN Attikov



e AgV UTTOPXEL KOLULOL OUYKPOUGHN CUUDEPOVTWV



[Tapovoiaon MNeplotatikou 1

* 24 eTWV

e ApBpaAyilec oo TPLETLOC
* Qawvopevo Raynaud

* TpLyomtwon

* AdBec oTOMOTOC

* QwtosvaloBnoia

e Komwon — duokoAia
OUYKEVTPWONC ATIO ETOUC







KALVLKN €€€TOON/ EPYAOTNPLAKA EVUPAUATAL

* EpuBnua V neck e Hb: 11.2

* Yuypa akpa * WBC: 3.200

e \EMTEC EVOPUTITEC TPLXEC e PLT: 140-150k

* Xwpic apBpitda * ESR 25

AW opoTtipo * CRP kd

e KoltAtdt MEA nyot+ * ANA apvntika i 1/80

« 51,52 EP e C3,C4 ducloloyka

* Adpn veupoloyLkn e€€taon e Xwpic aAAa eldika aviiowpato

Xwpig maboloyka euprpota . Qepurtivn 10



Is this SLE?

Is treatment
indicated now?

What are the
risks vs benefits?

What will the
patient become?




Early lupus diagnosis

* MeyaAn KAWLKN ETEPOYEVELA * QAeypovwbdnc apbpitda
e Amouoio EVOC OpLOTLKOU * Malar rash
SlayvwoTikou test . AdBEC

* [ToAAoOL ppunTEC Tou ZEA
e XapnAn ocuxvotnta tng vooou

* AAwTtekia

e Opoyovitida

e Kuttaporevieg

* Nedpitdbo/mpwteivoupia
* Ave€nyntoc MUPETOC

* EMLANTITLKEG KPLOELC



Early lupus diagnosis

Test for ANA by immunofluorescence

+

Within each domain, only the highest weighted criterion is counted

Clinical domains

Apply the EULAR/ACR 2019 criteria using the attribution algorithm
(best combination of sensitivity and specificity)

Fever
Hematologic

Leukopenia

‘Thrombocytopenia

hemolysis

!
[ e

!

EULAR/ACR score 210 EULAR/ACR score <10 Hypo-complementaemia

with at least one and/or positive aPL
clinical criterion (alternative entry criterion)

Delirium

Psychosis

Seizure
Mucocutaneous

Non-scarring alopecia

Oral ulcers

SCLE OR DLE

ACLE
Immunology domains
proteins

}

Classified SLE Immunological score = 0 EULAR/ACR score 210
+

with at least one clinical

Low C3 OR low C4

Low C3 AND low C4
SLE-specific antibodies

Anti-dsDNA OR anti-Sm antibody

w i Qs v i

ht

Serosal
Pleural or pericardial effusion
Acute pericarditis
Musculoskeletal
Joint involvement
Renal
Proteinuria >0.5g/24h
Renal biopsy Class Il or V LN
Renal biopsy Class Iil or IV LN

Clinical score: 0-39

Antiphospholipid antibodies
Anti-cardiolipin antibodies OR
Anti-32GP1 antibodies OR
Lupus anticoagulant

Immunological score: 0-12

Weight

o

Zos

Weight

Total EULAR/ACR 2019 score: 0 (minimum) to 51 (maximum)

Clinical score 28 criterion
+
ACR-97 p itivity l
e =
OR Clinical SLE

Immunological score 2 2
+

Clinical score 26

|
[ ctinicaiste® |

Aringer et al. Rare Dis Orphan Drugs J. 2025;4:13,

|

* Consider also non-criteria features (eg, Raynaud’s,
myocarditis, atypical rashes)

Fanouriakis A, et al. EULAR recommendations for the management of systemic lupus erythematosus: 2023 update.

Ann Rheum Dis. 2024;83(1):15-29.

A simple scoring system version of the SLE Risk Probability Index*

Feature

Malar rash or maculopapular rasht

Subacute cutaneous lupus erythematosus or discoid lupus erythematosusT
Alopeciat

Mucosal ulcers§

Arthritis§

Serositis§

Leucopenia<4000/ L (at least oncelt

Thrombocytopenia or autoimmune haemeolytic anaemiat

&l ERP

Proteinuria=500 mg/24 hourst

ANAT

Low C3 and C47

Immunological disorder (any of: anti-DNA, anti-Sm, anti-phospholipid antibodies)y|

Interstitial lung disease**

SLE if total score =717

Score

15

1.5

15

45

1.5

45

25

-



[Tlow OTO MEPLOTATLKO

* JEA n umepbLayvwon;

e HCQ 200mg 1X2 ?

e Watchful waiting ?

* Wayvoupe eVvOANQKTLKN
dlayvwon; (eAeyyxoc
Bupeoeldikn g Aettoupyiag,
510pBwon owdnpormeviag KAm)



[Tlow oTo lNePpLOTATIKO

* JEA (mpodavwc... ) * AA\a SlopBwoape tnv
olwdnpormevia ,

e eAEyEaLE YLOL EVAANOKTLKEC
SLOYVWOELC

* ETIOVEEETAOAUE OE EVA TPLUNVO
-2 Xwplc oNUAVTIKEC LETAPBOAEC

—HCQ 200mg



AUO xpovia LETA ...

* WBC 2500

* TKE 40

* ANA 1:320 opoloyEVNAG
* AntiRo oplokd

* KopTlkootepoeldn—=2 mapodikn
BeAtiwon

e Meta TL;




Ertiloyn Beparmetad

* Belimumab

e MTX

e MMF

* Watchful waiting
e Katl dAAO;




lupus er

Belimumab in early SLE:why earlier may be

better

* more reversible immune
activation

* Less established damage -
higher chance of treat-to-target

* Goal: reduce activity, flares and
glucocorticoid exposure

Fernandez de Larrinoa i, Lozano MJC, Fernandez-Cid CM, et al. Preventing organ damage in systemic

ythematosus

: the impact of early biological treatment. Expert Opin Biol Ther. 2022;22(7):821-82

BeRLiSS real-life cohort:

* patients treated in the early
phase, before damage accrual,
had the highest chance of
prompt benefit

* belimumab + standard of care
improved LLDAS achievement
and allowed glucocorticoid dose
reduction compared with
standard care alone



[Tapouoloon lMeplotatikou 2

e 38 eTWV
* ApBpalyiec amo sEapnvou

e AEKQTLKN TTIUPETLKN Kivnon
e Qawopevo Raynaud

* Tpyomtwon

* ApOec otOpaTOC

* QwtoecvalocOnoia

e Komwon




[Tapovoilaon MeEPLOTATIKOU

* ApBpitida Ae yovartog, MAK  ANA 1:320
apudw, MKO apdw, NXK apdpw

* EpUBNua apeLwv

e Anti Ro opLaka BeTiko

* QuoLloAoyLka cupuAnpwpOTOL
e E¢avOnua kKatw akpwv e TKE 32

AUKTaWWOEC (ATLo
¢ 5 o} * CRP 12
* =npooTtopia






[Tapovoilaon MeEPLOTATIKOU

* 2EA!

* Evapén HCQ 400mg
e E¢apoclc ...

* Benlysta

e E¢apoclc...

o P777



2EN Y

Ynép Kata
e KAWLKO oUpmTWHO pE BeTKA * [ItwxN aviamokpLon otn
ANA Oepamneia

* MAnwg tehka dev eivatl AUKoG ;

e JkeYn ya avalBewpnon TG
dlayvwonc n evaiiayn
GOPUAKWY HLEXPL VA EEUELVOUUE;



AvaBewpnon Stayvwon

* KaAUTePO LOTOPLKO 2> EEAPOELG KOl S
OUVEXN EVEPYOTNTA OLUTOAVOOLOC

* MepLKn avtamokpLon o€ KOAYLKivn |
* [OVISLOKOC EAEYXOC J
* Etepoluywrtia o IL36RN
e Atutto cuvdpopo DITRA
* Evapén ADA—> kapio uTtoTpoTmN o€



2>UvoOpouo DITRA

Ouoluyol (kAaowko DITRA) Etepoluywtec (variant carriers)
* Generalized pustular psoriasis (GPP) ¢ Acupntwpatikol ) ATILog

* YPNAGC TTUPETOC baLVOTUTIOC

« 'Evtovn cuoTnuatiky dAeyuovr) (CRp  ° Late-onset vooog

™) * ATUTIEC 1} TLEPLOPLOUEVEC
* Mpwipn évapén (ouyvd matdkn O€PHATIKEG BAABEG
nALKLaL) * Trigger-dependent flares

* Yriotpomialovoec, Baplec e€apoelc  * MBavo overlap pe alAa

e MBavn ameltAntkn yia tn {wn Aeypovwodn voonpata
TOPELXL e Etepoyevnc ekbpoon

receptor antagonist syndrome (DITRA). Int J Dermatol. 2021;60(7):899-900.
doi:10.1111/ijd.15522



IL-36 PATHWAY IN DITRA (IL36RN DEFICIENCY)
(IL36RN DEFICIENCY)

IL-36 cytokines Excess IL-36 signaling Pro-inflammatory cytokines UI:SZZﬁ\Aan:—L1§)|$::)DE
IL-36a IL-36 IL-36
B v IL-36a IL-36B IL-36y IL-1p IL-6 TNF-a  CXCL8 Spesolimab

J or absent
IL-36Ra
(IL36RN)

prevents downstream
signaling

. (IL-8) N\ anti-IL-36R mAb,
@ @ @@@ QO 00 l & 003 »Ié 1%( Blocks IL-)36Rand

Neutrophil recruitment
and activation

—
CYTOKINE AMPLIFICATION BLOCKADE

Anakinra
(IL-1 receptor antagonist)

j Blocks IL-1-mediated
amplification

DOWNSTREAM BLOCKADE (IL-6)

* Pustules
¢ Erythema Tocilizumab
(antn -IL-6R mAb)

¢ Scaling é
) Reduces systemic
inflammation

ANTI-TNF THERAPY
Infliximab / Adalimumab / Etanercept

e il T .
T e , | (anti-TNF agents)
A ot S DL i . f Q ;) O Neutralizes TNF-a and
Sustained NF-kB activation y ' retuces Inflometion

Natural -
antagonist K

\ A WL u ! ‘UI

i {‘\%}\\x an 'Nnn
QO

Systemic inflammation

Controlled

* Fever e« Elevated CRP/ESR ( >
. YPERINFLAMMATION ADDITIONAL OPTIONS (depending on phenotype)
inflammatory response * Organ involvement e 5

Acitretin, Cyclosporine,
Methotrexate, IL-17/IL-23 inhibitors

TAKE-HOME MESSAGE

KEY POINTS GENETIC PATTERN CLINICAL HALLMARKS

+ IL36RN encodes IL-36 receptor antagonist (IL-36Ra) DITRA: autosomal recessive Q IL36RN deficiency leads to
(typically homozygous or : 99 uncontrolled IL-36 signaling
+ Loss of function — unchecked IL-36 signaling compound heterozygous e o .
 hoaeniovarants) driving neutrophilic inflammation.
« Drives sterile, neutrophil-predominant inflammation kb 5 . Targeted therapy can block the
Autoinfi . Heterozygous carriers: Generai‘lzed Recurrent High acute Early onset cas?:ade at diff::lent levels
+ Autoinflammatory, not autoimmune pustular febe phase reactants  (severe forms) 3

variable/attenuated phenotype,

soriasis
lower inflammatory threshold P




Take Home Messages

e Atdyvwon ZEA =2 Stadikaoia oxL Eva armAo TeoT
* Yrnoyia—=> ZuAhoyn otolxeiwv—=> KAwikn kpion

e Kaveva elpnuo oo HOvo tou Oev apkel
e Pattern mMoAAWV CUUMTTWUATWY VS EVA CULTTTWLOL

* ANA, epyaleio screening, oxL dtayvwaon
* YYnAn evaoBnoia, xapnAn ewdkotnta

* YriapxeL KAAUTEPN EVAAAQKTLKN;

* NOLUWEELG, ALUOTOAOYLKA VOO AT , AAAQL CUOTNMATIKA AUTOAvVooad N
autopAsypovwon



Take Home Messages

* Ta kpLtpla Sev ival SloyvwoTika
* To SLERPI BonBa aAAa dev amodaoilel

 Early lupus = (wvn afeBatotntag
* MapakoAovBnon , oxL Blacuvn yia dStayvwaon

 Eykaipn dtayvwon =2 KpiloLun
* Organ based management
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