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LUYRKPOUCH ZUHPeEPOVIWV

Koupploa yio autn Tnv Iopouoloorn.



YEN o€ IHPOKRALVLKL @A&OCT

OvopatoAoyia

“Lupus-like” oUvdpopuo
AavO&vev NAUKOC
I.0avdge AUKOC

AteAng¢ NAUKo¢ [Incomplete Lupus
Erythematosus (ILE) ]



INCOMPLETE LUPUS ERYTHEMATOSUS
Op Lonéc

e AToua pe OetLlk& ANA 2 1:80 touAdyLotov pLa eopd KAI
1-2 (aAA& OxL 2 3) xpLthplLa SLICC.

e Atoua pe uynAd GRS score vio SEN kol BeTLlr&d ANA 2
1:80.

ZTNV ODPOYHOT LKOTHTA, PLAAPE yia Atopa («acOeveig»???)
nov ouykevipdvouv < 4 kpLIfpLa

kKot Oev upmopoUv va TAEZINOMHOOYN w¢g acBeveig pe ZEA.




A kind Reminder

Ti eivatL _ta KpiLtfplo Ti AEN eival:
(ACR, ACR/EULAR, SLICC,

AEN c{val ALayVvoOoT LKA
KoLtnpLo

Elval KpLthpLo
TARINOMHXHX

AEN civol xpholLuo yvLo
TNV xabnueptvy KALV LKD)
[Tp&én.

Elval xphoLtuoa (rotl
ATIOPA L TNTA) VLI
KALVLKEQ peAéteg oc

f \ T T™ "N




[IQY. ¢@t&oope va oulntape yLo
Incomplete Lupus
Erythematosus???
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Avodpop LK) MeAétn PBaociLopévn otnv
tpane{a opav tou US-DoD

nTn OLdpkKeLla TnC Onrtetoac toug, 130 &Touoa mou
UnmnEeeToUooy OTOV AUEPLKAVLIKO OTPpaTO euedv ooy ZEN

To DoD diatnpel Tpdanela Opov amnd e€thoLec alpoAnvyiec
I I

Ao touc 130 aobBbevelic avoaoUpbnrkav 633 delyuata opdv.

BpoéOnke o61tL 115/130 (88%) eixoav otov opd Toucg 2 1
BeTLKO autoAb og ToUA&XLOoTOV 1 deivyua mplv tn dLadyvwon



Diagnosis

— ANA Anti-dsDNA
— Anti-Ro Anti-Sm Diagnosis
— Anti-La — Anti-nRNP
— APL

Patients with Positive Test

T

1
Time (yr)

Clinical |

onset |
I

First manifestation of SLE

No. of Autoantibody Types

-2 -1 0

Time before or after Diagnosis (yr)

— ANA Anti-dsDNA
— Anti-Ro — Anti-Sm
— Anti-La — Anti-nRNP
— APL

Time (y1) N Engl ] Med 2003;349:1526-33.

Patients with Positive Test




Ti paOape???

ANA, anti-Ro, anti-La, aPL: 3.3 xpdvia vwplTepa
(p.o.)

Anti-dsDNA: 2.2 xpovia vopltepa (n.o.) (oxeddv ol
pnLool émoBoav LN petd)

Anti-ribosomal P, anti-Clg: 1.2 xpdvia vopltepa (u.0)

O TiTAOC TwWVv anti-dsDNA auioavdotoav 600 mAnoLl&loaue o1n
O LAYVWON

AHNAAH

1) AutoAb moAU ouxvd avixveUovial xpovia mplv 1n
O LAYVWON



e évav Evponatxd INAnOuopd..

ALdyvoon ZEA? (otnv Umea tnc oundiacg) ALupoAnylo

BoeOnke Ot1L o¢ 38 oaocBevelg, uvnnpoxe otnv Tpdame (&
Touc 1 mponyouuevo delyuoa opoU.

LTO 63% autedv TV acBevav mpounfppyxav autoAb
EVOVTL NIUPHVLIKAV OAVTLYOVWOV 5.6 (£ 4.7) xpdvix
nptv tn dL&yvwon TEA

nuxvotepa T anti-Ro autoAb

NoLlni&: moapduola pe Tnv ueAeétn and to Walter
Reed.

Eriksson C, et al. Arthritis Res Ther. 2011 Feb

AN 1D/1\-DDON



[I6ca &topa pe ILE petanimtouv oe SLE?

Table 1

Summary table of studies with patients who transitioned to SLE from ILE.

Reference () | Patient Population No. Predictors of Transition
Transition
To SLE (%)

Ganczarczyk, | Latent lupus (1-2 ARA criteria, 7 of 22 No Predictors
et al® 71 or 82), additional minor (31.8%) , , ,
criteria '|.1€p('x, l'IpOTE I.VE'[(XI. OT '. €

Greer, et al© ILE 2 of 38 No Predictors O S

S $ nepinov Twv atdpwv pe
Vila, et al®? 8 of 87 Photosensitivity, malar rash, oral ulcers, low C3 I LE ]-1 g€TAI ',- IITOUV OFf S LE

(9.2%) levels, and anti-dsDNA antibodies

Stahl ILE (positive ANA and at least 16 of 28 Malar rash and anti-cardiolipin antibodies
Hallengren, one 1 ACR clinical criterion) (57.1%)
et al®?

Laustrup, et 7 of 26 Mild disease, absence of renal and CNS
al®® (26.9%) involvement

Olsen, et 30of22 Female, young age, increased levels of IgG,
al@? (14%) antibodies against f2 microglobulin, C1q, and

hemocyanin

Robertson JM et al.
Rheum Dis Clin North Am. 2014 40: 621-635.

F/U = follow-up; ILE= incomplete lupus; CNS = central nervous system.




AHNAAH

90% twv atépev pe ILE AEN efedioccoviai npog
LEN



Predictors tn¢ petantwong (koL Tng pun-
petantwon¢g) tou ILE npo¢ SLE

* dwtoevaLodnoia, Butterfly, efeArnoeiq¢ (KA V4EK&)
* Anti-dsDNA, elattwpévo C3, aCL (Opodoy |r@):romrteon

* Aevykonevia, kOnwon, apepi}46mmmwwvmqlm

* TENIKA: 'Otav o ILE petonintet. oge SLE, ouvhOw¢
npokeLTAL yLa évav nunio SLE.



Screening and Prevention of
SLE (!!1!)

Clinical Lupus

Prevention Therapies:
e.g., hydroxychloroquine, vitamin D,

Ea rly omega-3 fatty acids
Inte rvention Lifestyle Modification:

e.g., smoking cessation, weight loss

Preclinical Lupus

Biomarker Evaluation:
e.g., autoantibodies, cytokines, CB-

Early Detection CAPS

Environmental influences:
e.g., silica, air pollution,
pesticides, oral contraceptives

| —
S
2
o
o
%S
E\O—
S =
2>
82
55
@ £
<
E
=]
S
-
F4

Genetic profile:

RlSk Assessment e.g., family history, GRS

Genetic Risk

Epidemiological factors:
e.g., ethnicity, age, sex

Chol & Costenbader Front Immunol 2022; 13:890522



ILE to SLE: Prevention Tx

EAaxitota kol [ITQXA dedopéva omd tn upeAétn 1Tou Walter

Reed

Amo touc 130 aoBevelic IIOY TAEINOMHOHKAN ue ZEN,
apkeTol £ixXov cupnitpoata (rmpLv tnv TAEINOMHIH) xoal
elyxyav 1TeBel o¢ Bepamela.

26 ¢noaLpvov Plagquenil (ouvnbwc: apbplitida, DLE)

27 c¢naLpvav Prednisone (ouvnbwc: oapbpltLda,
AsUKQUOTOUp Lo, mAcuUuplTLOO)

13 énatpvav Plaquenil + Prednisong,.c ja er ai: Lupus (2007) 16
32 énoaLpvov NSAID

, 401-409



ILE to SLE: Prevention Tx

Ou&da Plaquenil: KobBuotépnoe tnv toé Lvounon (4 vs 12
unveg)

Ou&da Prednisone: Koabuotépnoe tnv tofLlvounon (5 vs 12
unveg)

Oudda Plaquenil + Prednisone: IdLx pe Tnv oudda ToOU
Plagquenil

Ou&da NSAID: ©OxLl onuovIlkn kabuotépnon (ov Kol
neplimou n (dLa..)



ILE to SLE: Prevention Tx

* 11 xpovia apydtepa (') amopaciotnke O6TL aUTH N
neAétTn elvol IIOAY ZHMANTIKH (!!! ttlb 1Dy kot €10l
OoXeDLACTNKE KAL OAOKANEPO®ONKe n upeAétn SMILE

* Plaquenil oe¢ aoBevelc pe ILE via 2 xpovLid

* OANOKANPOONKE MIPO UNvVOv. Agv £XOUV OaVAKOLVvwOel
ATIOT EAECUAT L.



[IPOKAINIKH PEYMATOEIAHX
APOPITIAA

N e TIOAANOUC aoBevelc mmou ekdnAdvouv PA,

IponNyeltal UL XEOVLILKO ¢&on mou xopaktnpiletol
and apOpoAyia / moAUAPOpoAyia Kol oviXVveUovTal
TOV 0pO TOUC QUTOOVTLOoOuaTo omwc Toa ACPA, 1 o
RF, 1 KoL T 2. AUTN €1lVval Il KIIQOKALV LK PA».

Ermouévwg, &Touo ue TTOAUNPOPpoAyiec Kol 6T Lk
ACPA 1) / kol RF, pmopei va €kOnNA©ooUVvV emionun
PA.

— MIIOPET OMQY KAT OXT.



[IPOKAINIKH PEYMATOEIAHX
APOPITIAA
[IPOXOXH

*80% 1TV atdpwv pe uyPnAoU¢ titAoug ACPA 1§ dLmAf
opoBetTLkROTNTA O gppavicouv PA péoca ota sndpeva 5
XPOV L.

* Evac otouc 5 AEN 6o tnv gupoaviocel oUte o 5 yxpodvLa,
AKOUO KOL OV OVOPEQE L TTOAUXPOPAAVLEC... .

* 60% AEN Bu Tnv €ueovioouv HEocO OTOV €Imouevo XpoVvo.



[IPOKAINIKH PEYMATOEIAHZZ
APOPITIAA
Mia KALvikg IIpocéyyion (EULAR)

* [IobocpaTn £vapén

CUUIITWUOTOAOY LOC
2 3 gival mapdvia (tdpa H avapvrc
16te mpdreLtal yLa CSA

o pr'[\)ﬁ 5UOKO(ULU/LO( > 1 Cpr( (Clinically suspect arthralgia)

* JUUIITOUOTO XELEOTEPA TO HIPWT [lpoBAénouv Tnv ep@dvion apbpiTiLde
pe evaitocOnoia 90% koL £LdikOTInTA

* ApBpaAyla otLc MK®

* JUyyevnc ue PA

e ATeANC / endduvn OUYKAE LON
yoovBou

* [I6voc o1Tn ouvumnieon twv MK



HPORNNALNLANL PRLINMALOULLAN
APOPITIAA
BonOd&eL n Anetkdévion (US /
MRI) ?

* Nox t

e IPOBAHMA: ExeL IIONNA WYeudwg Oet LKA

*H MRI eviote deixvel «pAeypovh» oe uyLei¢, AOGIKTEZ
apOpwceLg



Progression rates
* Pre-RA/at-risk RA:
* PPV: 30%—60% within 1 year (arthritis)
* PPV: 80% within 5 years (arthritis)
RF and ACPA positivity:
* PPV: up to 70% within 5 years

Clinically suspect arthralgia (CSA):
* PPV: 30% within 2 years (arthritis) and 22% (2010 RA criteria)

Subclinical inflammation on imaging (MRI/ultrasound):
* PPV: 30% within 1 year (in UAand CSA)

Undifferentiated arthritis (UA):
* PPV:18%—27% within 5 years (2010 RA criteria)




LYNOVIZONTAX

Eite pe AVOOOAOYLKOUG Oeikteg, €ite pe KALvika
KPpLTHpLa, eite pe esupppata and tnv Aneitrdvioq,
EXOYME tpdénmo (6xtL Ldavikd) va npoPAéfyoupes OtL Atopd
pe pre-RA, CSA, etc, O6a efeAixOouv nmpog¢ enionun,
KALVLILKA €xrdOnAn PA

EIIOMENQZ.

Avalntdape pLoa npoogéyytiorn (Oegpaneia) oote voa MHN
efeAL X000V og KALVIKA PA.
Bpaxuxpdévia (0a tn AdPouv uyLeig), OQOCPAARC KOAL
OMOTEAEOCHAT LKI)



STAPRA®® (Dutch Trial  Atorvastatin ¢ Arthralgia Atorvastatin 40 mg/d  Progression to Study prematurely
Register: «High-titer ACPA vs placebo over 3 RA: >1 effused terminated: most
NTR5265/Trial (>3 x ULN) or RF and years joint likely no effect
NL5036) ACPA positivity
Effect of Dexamethasone ¢ Arthralgia Dexamethasone, Autoantibody Primary end point
dexamethasone on « ACPA or RF positivity 100 mg, reduction by 50%  reached by 1
autoantibody levels intramuscularly, or normalization participant. No
and arthritis initially and after 6 after 6 months difference in RA
development in weeks vs placebo development
patients with arthralgia: between both
a randomized trial groups
SAVE Methylprednisolone  *Inflammatory arthritis Methylprednisolone, Clinical remission  Neither remission
of >1 joint 120 mg, atweek 12 and 52 nor development of
+Symptom duration <16 intramuscularly, once  without further RA is delayed by
weeks vs placebo injection glucocorticoids or  glucocorticoid
DMARD treatment  treatment
STIVEA Methylprednisolone  Inflammatory poly- Methylprednisolone, Initiation of Prevention of RA
-arthritis 80 mg, DMARD therapy progression and
« Symptom duration of intramuscularly, once  required at the start of DMARD
4-10 weeks weekly for 3 weeks vs  6-month therapy observed in
placebo assessment 1 of 10 patients
StopRA Hydroxychloroquine ~ *«ACPA >40 U/| Hydroxychloroquine, Occurrence of RA  No difference
(NCT02603146) «No clinical joint effusion ~ 200-400 mg/d, (ACR/EULAR between intervention
or synovitis weight-adapted vs criteria) or arthritis  and placebo with
placebo over 1 year with >1 bone progression to RA
erosion on X-ray
PROMPT"® (Dutch Trial Methotrexate *Classification of Methotrexate, Progression of RA  No difference in RA
Register: NTR73/Trial probable RA 15 mg/week after 5 years progression but
NL44) *DMARD-naive (increased by delay of progression
. 5 mg/week every 3 to RA in ACPA-
* Symptom duration months if DAS >2.4) -positive patients
<2 years vs placebo over 1 year
TREAT EARLIER Methotrexate * Arthralgia of hands or Methotrexate, Occurrence of RA  No difference in
(Dutch Trial Register: feet 25 mg/week, orally vs  (EULAR 2010 the intervention or
NTR4853/Trial «Unilateral MRI-detected  Placebo criteria) or clinical  placebo group
NL4599) arthritis (SJC-66)  considering RA

joint inflammation in
hands or feet

in =2 joints within
a period of =2
weeks during

a follow-up of 2
years

occurrence.
Improvement in MRI-
-detected
inflammation, and
related symptoms in
intervention group




PRAIRIF? (Dutch Trial
Register: NTR1969)

Rituximab

* ACPA and RF positivity

e Elevated CRP

(>0.6 mg/l) or subclinical
MRI-/ ultrasound-detected

synovitis

Rituximab, 1000 mg
intravenously, single
shot vs placebo (+
initial shot of methyl-
-prednisolone 100 mg
intravenously in both
groups)

Occurrence of RA
in 29-month
follow-up

No difference in
the intervention or
placebo group
considering RA
occurrence, but
mean delay of 12
months in

the intervention

group

APIPPRA®® (ISRCTN
46017566)

Abatacept

* Arthralgia
*ACPA >3 x ULN

* ACPA and RF positivity

Abatacept,

125 mg/week
subcutaneously vs
placebo over 12
months

Occurrence of RA
(ACR/EULAR
criteria) or
detection of joint
effusion in >3
joints within 24
months

Significant reduction
in the development
of RA between
intervention and
placebo group after
12 and 24 months

ARIAA*" (NCT-
-02778906)

Abatacept

* ACPA positivity

* MRI-detected synovitis/
tenosynovitis / osteitis

Abatacept

125 mg/week
subcutaneously vs
placebo over 12
months

Improvement of
MRI detected
inflammation
markers according
to RAMRIS score
within 24 months

Significant
improvement of
inflammation
markers on MRI and
development of
arthritis in

the intervention
group




Aiyo mLO OVOAUT LKA...

1. MeAétn pe RTX: 1 g eepanaé. Xtouc 29 unvec, 34% ue

RTX vs. 40% ue placebo supdviocav apbplitida. OMQL,
1o 75% eregivav _nou spedvicav apbpitida (RTX), tnVv
exONAwocav 1 xpdvo apydtepa.

2.MeAétn ABA (ABA via 1 €toc + 1 €toc follow up):

3.

nTouc 12 unvecg, 6% (ABA) vs. 29% (placebo) koL otouc
24 unvec 25% (ABA) wvs. 39% (placebo) esuopdvioov
apBbplT L.

MeAéTn ABA ((dLa aywyh onwc oto 2. MRI findings) :
57% (ABA) vs. 31% (placebo) ReATiwoav tnv MRI
OAeyuovh. XtTtouc 6 unvec: 4% (ABA) vs. 17%



LYMIIEPAXMATIKA

*ELdLKA Ol peAé€Tec TOoU ABA £lvol €VvOLaQEPOUCEC
KL TO OIIOTeAEOUATO TIOAU €AKUOTLKG. AEN
odAA&{ouv OuUWC TNV KABNUEE LV KALV LKL IPAKT LKD.
Aev elval BeBato 611 ANAZNTEANETAI OPIXTIKA n

euedv Lon PA.

* Emouévwc: oaoBevelc ue IoAuapbpoAyiec ac
sANéyxovial yvioa RF / ACPA. Av eglval Begrlkol, 6Oo
MEOEIE L VO €lupaocTe o€ eypnyopon BPAOWC cueoavicouv
APOPITIAA.

* AV guopoavicouv apbpltLida...epoupe 11 va r&vouue!



Last (but not least)

Aev Oegpanegoupe autoAbs
Aev Oegpanegoupe uvyLelig
Avaxkpivoupe tTL¢ peAéteg and tnv KAwvikp Hpaén

Kabnyntnc: I[ég upou matdl UOU TOV OpLOUO TOU YyLoucg avBpwrrou

doLTnTNC: YyLng €ival o aoBevng e€kelvog mou Oev £€xel unoBAnbOei
AKOUO O& &€VvaVv HOANEn &Aeyxo!

NEJM



