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TLveotepo o€ ZEN — ADZ

Néa kputipla tagivopnong tov XEA

Oseparneia tou ZEA: veotepa dedopéva oe nalaid pappaka
BLoAoyLKOL TOLPAYOVTEC

“Treat-to-Target” oto ZEN

Nedpitida ZEA

Awayvwon tov ADZ

Oeparneio tou ADZ — NeOTEPA AVTLIINKTLKA



Néa EULAR/ACR kputipla ta§lvopnong — aAdd dyt Stayvwonc! — tou ZEA

Meta-analysis of ANA sensitivity/specificity

<

Candidate criteria selection

(early SLE cohort, Delphi exercise, patient surveys)

<

Reduction of candidate criteria
(nominal group technique)

<

Criteria selection and definition

4

Criteria weights
(multi-criteria decision analysis)

<

Further criteriarefinement
(derivation SLE cohort: n = 1001)

<

Final classification criteria

Validation cohort (n = 1270)

ACR 1997 0.828 0.934
SLICC 2012 0.967 0.837
EULAR/ACR 0.961 0.934

Leuchten N, et al. Arthritis Care Res. 2018; 70(3): 428-38
Tedeschi SK, et al. Arthritis Care Res. 2018; 70(4): 571-81
Schmajuk G, et al. Arthritis Care Res. 2018; 70(10): 1488-94



Néa EULAR/ACR kputnipla taélvopnong — aild oyt Siayvwonc! — tou ZEN

Kputnplo évtaéng: totopiko Ostikwv ANA (Hep 2 1IF) 21:80

}

Clinical domains and criteria  Weight | Clinical domains and criteria Weight | Immunologic domains and criteria Weight

Constitutional domain Serositis domain Antiphospholipid antibodies domain

e Fever 2 e Pleural or pericardial effusion 5 e ACL IgM/IgG >40 GPL units

Cutaneous domain e Acute pericarditis 6 or anti-B2GP1 IgM/IgG >40 units 2

e Alopecia or oral ulcers 2 Hematologic domain or lupus anticoagulant positive

e SCLE or discoid lupus* 4 e Leukopenia 3

e ACLE 6 e Thrombocytopenia or 4 Complement proteins domain

Arthritis domain autoimmune hemolysis e LowC3orlowC4 3

* Synovitis 6 e Low(C3andlow(C4 4

Neurologic domain Renal domain

e Delirium 2 e Proteinuria >0.5g/24h 4 Highly specific antibodies domain

e Psychosis 3 |e ClassllorVLN g |° Anti-dsDNAoranti-Smith 6
antibody

e Seizure 5 e ClasslllorIVLN 10

Score 210 = 2EAN

Aringer M, et al. ABSTRACT NUMBER: 2928 « 2018 ACR/ARHP Annual Meeting




MoAAorA£c wdeAeg Spaoelg tng HCQ oto ZEA

YtoxeleL otnv na®oduoctoloyia tng vooou (r.y.
avaoteAeL Toug urtodoxeic TLR-7/9)

Apaoelc os S€pua-apOpwaoeLg
ZUMUTTANPWHOLTLKA LE TNV OVOOOKOTOLOTOATLKA
Oepanceia - avénuéva noocootd Udeong
vedpitidog

MNpoAnyn unotponwv TG vocou

NpoAnyn avarntuéng (mpwipung) BA&BNG opydvwv

OETIKEC eETLOPACELC O YAUKOLMLOL KOl AUTTLO OoLlL ko
npodiA

AVTL-QLLOTIETOALOKEG/-OpOBWTIKEC SPATELG

Costedoat-Chalumeau N, et al. Presse Med 2014; 43:e167-180
Pons-Estel GJ, et al. Lupus. 2013; 22: 899-907
Kasitanon N, et al. Rheumatology (Oxford). 2015; 54: 868-75
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Kaplan-Meier plot of the time from clinical

quiescence to the first flare

1.0

0.8

o
»
1

Cumulative clinically quiescent pha:
2

o
N
1

0.0

MNpwtpog ZEA: xprijon HCQ = HR 2.8
yla entitevén Slapkolc LdeonG

T T T T T T T
10 20 30 40 50 60 70

o
b

e
N

Estimated Probability of Not Developing Renal Disease

o

Patents al Risk
Antimalanais Use

Yes
No

Time (month)
1
0.8 Antimalarials
- No Antimalarials

Meilwon kwvduvou (HR 0.57) yia
avamntuén vedppitidog

o 1 2 3 a4 5 6 7

Years since diagnosis
a1 343 283 240 195 139 76 37
524 366 307 259 211 167 107 57
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MoAAarA£c wdeAeg Spaoelg tng HCQ oto ZEA

Meiwon o€ OvnTéTnTa

p-value of log-rank test <0.001
0 2 B 6 8 10 12
Years of follow-up
287 2119 1792 1480 1127 734 307
287 2134 1824 1495 1126 750 302

Hsu CY, et al. Rheumatology. 2018; 57: 1743-51
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BeAtiwon deppaTtikot Aukou (RCT)

HCQ PL HCQ—-HCQ PL—-HCQ

= . =
m Remarkably aggravated
m Aggravated

— 01 Slightly aggravated

1 Not changed
01 Slightly improved
® Improved
® Remarkably improved

Week 16 Week 52

Yokogawa N, et al. Arthritis Rheumatol. 2017; 69: 791-9



OdOaApotoéikotnta ano tnv vdpouxAwpokivn

E Cumulative risk at 3 use levels

O Kavovag Twv «5»

0.704

—————— <4.0 mg/k v A
g, A0 4.0-5.0gm;/kg > mg/kg Bapouq
i v’ KaBe 5 £€tn xpriong
% 0.40- I3 I
. v' 5mAdoctog kivéuvog
“i 0.20+
2ow0f 1/ , ,
. Mapayovteg kivéuvou
5 10 15 20 25 .
Duration of Hydroxychloroquine Therapy, y \/ GFR <60 ml/mln
No. at risk 11T A 4
0<4a.0 njg/kg 1196 766 387 136 34 / npounapxouoa wxponaesla
f's%sﬁfgngg/kg o i - . : v" Tamoxifen / avaotoleic apwpatdonc?

Melles RB, et al. JAMA Ophthalmol. 2014; 132: 1453-60
Jorge A, et al. Nat Rev Rheumatol. 2018; 14: 693-703



MpoAnyn opOaApotofikotnrac

Healthy individual

O@pYaAuoAoyikog EAeyxoc

i‘:f # v Spectral-domain optical coherence tomography
(SD-0OCT)

v’ Visual field examination (e§étaon omtikwv nediwv)

MapdayovTteg KIvoUvou

v X

ApPXIKOC EAgyxo¢C EvTog 1°Y éToug

21a 5 €Tn,

lNeprodikog eravéAsyyo¢  Etnoiwg KATETY EMCTw

Mpotewouevn 6oon: 5 mg/kg Bapoug

2e aoVevn nov Bpioketal otadepa o€ KAAO EAgy)o NG
vooou, n 66on HCQ uropei va usiwei ota 200 mg/nu

Shippey EA, et al. Cleve Clin J Med. 2018; 85: 459-67
Jorge A, et al. Nat Rev Rheumatol. 2018; 14: 693-703



TLveotepo o€ ZEN — ADZ

* BloAoyikoi mapAayovteg



90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

SQ Belimumab: urtepoxn évavrtL «standard-of-care»

EVIOXUUEVO KAWVIKO amtoteAecua o anti-DNA+ ZEN ue SLEDAI 28

SRI-4 response
rate

= Placebo (n=108)

83% 82%

Reduction in No worsening of No new BILAG A
SLEDAI 24 PhGA or >1 BILAG B

= SQ Belimumab 200mg/week (n=248)

Patients (%)

80 -

60 -

40

20 -

SRI-4 response

- =4

I I I I
0 4 8 12 1612024 28 32 36 40 44 48 52
~ =7 Week

Doria A, et al. Arthritis Rheumatol. 2018; 70(8): 1256—64
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Belimumab: 6gdopéva ano tnv ka®’ npuépa KAwIKA paén

* EAANVIKN, MOAUKEVTPLKN HLEAETN TAPATAPNONG

* 91 aoOeveig

* Aldpkela vooou: 10 £tn

* MNponyoUueveg Oepaneieg: 3

* Evepysic ekbnAwoslg: apBpitida, e€avOnua, TPLXOMTWON, EAKN, 0VOGOAOYLKO (55%)

Melwon evepyotntag

1 8 12
| Total SLEDAI-2K, median
1 4
1 *
il 2
0
& & s o o 3 & &
a,e\‘\ o"‘\@ o“!\é\ 065\ o“'\& f.:)(“'LQ o‘g\\ 065\
3
X ,56‘ (06‘ oj((‘ 06‘ @@ '\?6‘ ’Lb‘é\
(n=91) (n=91) (n=80) (n=58) (n=42) (n=31) (n=24) (n=11)

10 -

B Serologically active
at baseline

" Serologically
inactive at baseline

EAdTTwon otepoeldwyv XapnAn evepyotnta

10.0 60 1
Prednisone dose (mg/day), median 50
7.5
a0 - 38.6
% 50 5.0 5.0 5.0 5.0 31.6
ok ok *® * % ok 31 30 - 219
\* 20 - 18
10
0 0
T T T T T T 0 T T
Baseline 3 6 9 12 15 18 24 .
months months months months months months months Baseline 3months 6 months 9 months 12 months
Active (n) 48 48 44 32 25
Inactive (n) 43 43 38 29 20

v Meiwon ouxvotntoc UroTponwy

v oAU KaA6 npoil aopalAciac

Fanouriakis A, et al. Semin Arthritis Rheum.
doi: 10.1016/j.semarthrit.2018.02.014



Belimumab: o€ molouc acBeveic kat ote;

e Q¢ emunpocBdetn (add-on) Oepameia, avefdptnta amod TNV OPOAOYLKN
EVEPYOTNTOQ, OF:

AcBeveic pe xpovia evepyd i unotponidalovoa vaoo, Tapd Tn CUMPATLKN
aywyn (koptikootepoeldn, HCQ, +/- DMARD/ovoooKkaTtaoTaATIKO), oL omolot
€ pmopouv val EAATTWOOUV TNV Koptllovn oe amodektad emineda (max. 5
mg/nuEpa) evtog 3-6 unvwv umo Bepamneia

AcBeveic pe dV0 N meplocotePeC £EAPOELC TO £T0C TOPA TN CUMPBATIKA
aywyn

AcBeveic pe vedpwkn voco Tmou AauPdavouv aywyrp ouvtipnong Kol
napouotalouvv e§w-vedpikn evepyotnta /Kot ELpEVOUOO pwTeivoupia (>1
vYp/24wpo)

AcBeveic pe PETPLEC N OOBAPEC ALMATOAOYIKEC eKONAWOELS TToU AapBdvouv
oupPatik aywyn oAAd aduvatouv va elattwoouv TtV Koptllovn o€
anodekta enineda



2TOX0C TNC Oepameiog oto ZEA: xapunAn evepyotnta  Udeon

Relative risk (RR) for adverse
outcome

organ damage

Definition Steroids Duration ~ccrual severe flares ™
TaC R SLEDAI-2K <4 &
tivit ) Physician Global <7.5 mg/day =2 years 1 53% | 84%
CLARTLAY Assessment <1
3 250% time 1 48% -
. . Clinically inactive disease
2 < [\ —
Remission (clinical SLEDAI-2K=0) <5 mg/day 5 years | 66%
3 5 years | 80% -

# SLICC/ACR damage index
* SELENA-SLEDAI Flare Index

1Franklyn K, et al. Ann Rheum Dis. 2016; 75: 1615-21; 2 Zen M, et al. Ann Rheum Dis. 2015; 74: 2117-22;
3 Tsang-A-Sjoe MW, et al. Rheumatology (Oxford). 2017; 56: 121-128; Petri M, et al. Arthritis Rheumatol. 2018; 70: 1790-5



TLveotepo o€ ZEN — ADZ

* Nedpitda ZEN



GC + MMF 2 g/day + placebo
Vs.
GC + MMF 2 g/day + voclosporin

60

M r *%

48 — ;

2 o

% Subjects in complete renal remission

Placebo Low-dose VCS High-dose VCS

Figure 2| Complete renal remission at 24 and 48 weeks for the
full analysis set. VCS, voclosporin. *P = 0.046, **P <0.001, +P =
0.20, ++P = 0.026 versus placebo.

Rovin BH, et al. Kidney Int. doi: 10.1016/j.kint.2018.08.025

B 24 weeks
/] 48 Weeks

“Multi-target” Oepaneia otn vedpitida ZEA

e 265 aocBeveic (neAétn paongll)

* 41% Kaukadolol

* [poodatnc Evapénc vedpitda

o Class V (15%) — II/IV (67%) — V+I/IV (18%)
* Alatnpnuévn vedpLkr Aetoupyia

\ J
Y

mits Jda oke@TOUUE TO GUVSUAOUO MMF/CNM

v' Nedpitda pe copapd veppwoikd cvépopo /
nodokuttonaBeia (amod tnv apxn n €viog Twv
MPWTWV 3-6 LNvVwv)

v' Eppévouoa mpwreivoupia (>0.7-1 yp/24wpo)
HUETA TOUAAXLoTOV 1 £TOG aywyn

Mpocoxn! (UeTOPOAIKEC ETLIMTAOKEC, UMEPTAON, XAUNAO

GFR, vwon oeg Bwogia vedppol) — mapakoAoubnon
&mé&uv; J




AvtipwodoAumidiko ocuvépopo:
ETEKTELVOVTAC TO PACHA TWV KALVIKWVY KoL OPOAOYLIKWVY EKONAWCEWV

Table 2. Major Clinical Manifestations of the Antiphospholipid Syndrome
That Are Not Included in the Revised Sapporo Classification Criteria.

Hematologic
Thrombocytopenia

More common: mild (platelet count, 50,000-150,000 per mm?), asymp-
tomatic

Less common: severe (platelet count, <20,000 per mm?), with or without
thrombotic microangiopathy

Hemolytic anemia
Without schistocytes, suggesting immune-mediated hemolytic anemia
With schistocytes, suggesting thrombotic microangiopathy

Renal

Acute thrombotic microangiopathy

Chronic vaso-occlusive lesions (cortical ischemia or infarction with arterio-
sclerosis, arteriolosclerosis, arterial fibrous intimal hyperplasia, glo-
merular ischemia, interstitial fibrosis, tubular thyroidization, tubular
atrophy, organized thrombi with or without recanalization, or a com-
bination of such lesions)

Cardiac

Valve vegetations or thickening (valve thickness >3 mm, thickening of the
proximal or middle portion of the leaflet, or irregular nodules on the
atrial face of the edge of the mitral valve, the vascular face of the aor-
tic valve, or both)

Dermatologic

Livedo reticularis or racemosa

Livedoid vasculopathy (recurrent, painful skin ulcerations)
Neurologic

Cognitive dysfunction (in the absence of stroke)

Subcortical white-matter changes

«Opo-apvntikoi» aodeveig: 37% youv
un-kAaootke aPL Ab

aCL/Vim IgG aPS/PTIgG or IgM
(N=11) (N=8)

aPS 1gG or IgM
(N=4)

aPE IgG or IgM
(N=8)

Overlap of Non-criteria Biomarkers in snAPS
N=68

> 8
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Garcia D, et al. N Engl J Med. 2018; 378(21): 2010-21; Turrent-Carriles A, et al. Front Immunol. 2018; 9: 1008;

Zohoury N, et al. J Rheumatol. 2017; 44: 1597-1602




NpwTtoyevic OpopBonpodpuAaén oc aPL+ atopa: mMOTe evOEikvuTL;

* Etﬁoloc Kivauvoq Vla epéquon: 0_5% (<1% Clinically Significant aPL-Profile
0€ ATOMA XWPLC AAAO CUCTNUATLKO AUTOAVOCO l
voonua)

e Continuous Assessment / Elimination of Cardiovascular Disease
and Venous Thrombosis Risks
e Consider Prophylaxis During High Thrombosis Risk Period. (e.g.,

* Amnouoia KoAd oXeSLUOUEVWY LEAETWY surgery, hospitalization.)

e Patient Education

}

® MéTp La T[pOOTCXTE UTLKI”] SpC’XOT] TI’]C; GO'T[Lp 'lVI']QI | Systemic Autoimmune Diseases? |
23-67% twv BpopPwoswv cupPBaivouv umo | !
,
aywyn i
* Aggressive Disease Control Indication for Daily Low Dose Aspirin
o Wif and!o_r Statil-n B;fsed on General )
* Mpocoxn atov kivBuvo y/e awpoppayiag (2.4% {rticatee or Disease Contrl o AseYDy

ova €1o¢)

Yes No

* INMOVTLKOG 0 EAEYXOG TOU CUVOALKOU l
KapdLayyeLtakov Klvduvou > ? pateutiké ADT
A A Daily Low No
» ? «TputAn BeTikoTNTOY o f;spirin propmeiactc

and/or Statin Medication

* HCQ: “adjuvant” og avOeKTIKO paeuTtiko AP

Garcia D, et al. N Engl J Med. 2018; 378(21): 2010-21; Zuo D, et al. Curr Rheumatol Rep. 2018; 20: 66; Bala MM, et al. Cochrane Database Syst
Rev. 2018; 7: CD012534; Gerardi MC, et al. Curr Rheumatol Rep. 2018; 20: 59



Nedtepa avtunmnktika o€ AvitpwodoAnidiko Zuvdépopo

TRAPS
Randomized controlled trial of Rivaroxaban
vs Warfarin in APS

High-risk APS patients

- LA positive
- aCL positive
- aB2GPI positive

Rivaroxaban
N=59

"
1,5 years
Events on
Rivaroxaban: 19% '
®

Warfarin
N=61

Events on
Warfarin: 3%

Stopped early for excess of events on Rivaroxaban

Initial treatment with LMWH/VKA for a minimum of 3-6 months
Discuss continuing VKA as the standard of care

l

Previous arterial or microvascular Yes

thrombosis (including  ——— VKA
neurological symptoms)?

Does the patient have a high-risk Yes

antibody profile (e.g. triple =~ —o——» VKA
pOsitivity)

Individualized patient decision
about the risks and benefits of

DOACs versus VKA

Pengo V, et al. Blood. 2018; 132: 1365-71; Skeith L. Blood. 2018; 132: 2219-29




AVTi CUUTIEPACHATWV...

Efficacy and safety of ustekinumab, an IL-12 and IL-23
inhibitor, in patients with active systemic lupus
erythematosus: results of a multicentre, double-blind,

phase 2, randomised, controlled study
Lancet. 2018; 392: 1330-39

Ronald F van Vollenhoven, Bevra H Hahn, George C Tsokos, Carrie L Wagner, Peter Lipsky, Zahi Touma, Victoria P Werth, Robert M Gordon,
Bei Zhou, Benjamin Hsu, Marc Chevrier, Manon Triebel, Jarrat L Jordan, Shawn Rose

Baricitinib for systemic lupus erythematosus: a double-blind,
randomised, placebo-controlled, phase 2 trial

Daniel | Wallace, Richard A Furie, Yoshiya Tanaka, Kenneth C Kalunian, Marta Mosca, Michelle A Petri, Thomas Dérner, Mario H Cardiel, lan N Bruce, . .
. . o . e Lancet. 2018; 392: 222-31
Elisa Gomez, Tara Carmack, Amy M DelLozier, Jonathan M Janes, Matthew D Linnik, Stephanie de Bono, Maria E Silk, Robert W Hoffman

Sirolimus in patients with clinically active systemic lupus
erythematosus resistant to, or intolerant of, conventional
medications: a single-arm, open-label, phase 1/2 trial

Zhi-Wei Lai, Ryan Kelly, Thomas Winans, lvan Marchena, Ashwini Shadakshari, Julie Yu, Maha Dawood, Ricardo Garcia, Hajra Tily, Lisa Francis, Lancet. 2018; 391: 1186-96
Stephen V Faraone, Paul E Phillips, Andras Perl

Immunological and clinical effects of low-dose
interleukin-2 across 11 autoimmune diseases in a
single, open clinical trial

Michelle Rosenzwaijg,'” Roberta Lorenzon,? Patrice Cacoub, '

Hang Phuong Pham,* Fabien Pitoiset,' Karim El Soufi,"? Claire Rlbet,’

Claude Bernard,'? Selim Arac‘[ingi,5 Beatrice Banneville,® Laurent Beaugerie,7

Francis Berenbaum,® Julien Champey,® Olivier Chazouilleres,? Christophe Corpechot,?

Bruno Fautrel,® Arséne Mekinian,'® Elodie Regnier,5 David Saadoun, %3 . .
Joe-Elie Salem,"" Jérémie Sellam,® Philippe Seksik,” Anne Daguenel-Nguyen,'? Ann Rgeum Dis. 2018; doi:10.1136/

Valérie Doppler,* Jéremie Mariau,” Eric Vicaut,'® David Klatzmann'-? annrheumdis-2018-2142299



