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IL-2 and T-regs in human SLE

« Alatapayéc T-regs tov SEA AptGp.nTLqu Kol SUCAELTOUPYLKEG avwpaAieg T-regs o€
, , acBeveig pe ZEN
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von Spee-Mayer C, et al. Ann Rheum Dis 2015;0:1-9



IL-2 and T-regs in human SLE
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EXTENDED REPORT
Prolonged remission in Caucasian patients with SLE:
prevalence and outcomes

Margherita Zen, Luca laccarino, Mariele Gatto, Silvano Bettio, Linda Nalotto,
Anna Ghirardello, Leonardo Punzi, Andrea Doria

KAwwko epwtnpa: Moo emninedo evepyotntag eival amodekTtod Hakpoxpovia otov ZEA;

ZKOTOG Kol pEBodoL: AveUpeon acBevwy pe ZEA tou BpLokovTal O€ PaKpOoXpOovLd
naywpevn Udeon kat cuoxetion Pe BAAPN (SDI) — Avadpopik LEAETN TTopaTAPNONG

3 katnyopieg Upeonc (SLEDAI-2K):

1) MARpNnG Vdeon: Anoucia evepyotntac (SLEDAI-2K=0) oe acBeveic xwpig
KOPTLKOELON KOl AVOCOKOATAOTAATLKA

2) KAwikni OUdeon xwpic koptikoeldn: OpoloyLkd evepyog KAWVIKA avevepyog (SACQ)
VOOOC XWPLC KOPTLKOELON

3) KAwwn Udeon pe koptikoeldn: SACQ vooocg umo npedvilovn 1-5 mg/d

Zen M, et al. Ann Rheum Dis 2015;0:1-6



EXTENDED REPORT

Prolonged remission in Caucasian patients with SLE:
prevalence and outcomes

Margherita Zen, Luca laccarino, Mariele Gatto, Silvano Bettio, Linda Nalotto,
Anna Ghirardello, Leonardo Punzi, Andrea Doria

e 224 aoBeveic pe TaKTKA TTopakoAouBnon

e 84 og pakpoxpovia vdeon (37%)

Table 4 Multivariate analysis: risk factors for damage accrual over
the follow-up
B p Value OR 95% Cl
Unremitted disease 0.927 0.008 2527 ) 1.279 4.992
[High-dose intravenous 0.856 0.026 2.355 | 1.107 5.009
methylprednisolone
Pre-existing organ damage 0.298 0.355 1348 0716 2.537
Glomerulonephritis —-0.349 0.353 0.705 0337 1474
NP-SLE 0795 0111 2215 0.834 5.883
Vasculitis 0366 0.453 1442 0555 3.746
Haematological manifestations -0.034 0914 0966 0517 1.807
Skin involvement 0.159 0.708 1172 0511 2687
Gender (female) -0.434 033 0648 0271 1.552
Low C3 or C4 -0910 0.095 0403 0138 117
Anti-dsDNA Abs 0513 0.281 1671 0657 4.250
Constant -1.138  0.048 0.321

60
50
40
30
20

10
0

AU¢non SDI
51.4%
p=0.001
26.2%
Ydeon Mn Udeon

Jupnépaopa: H pakpoxpovia udeon
QTOTPETEL Ao TN cuoowpeuaon BAAPNC

Zen M, et al. Ann Rheum Dis 2015:0:1-6



EXTENDED REPORT
Definition and initial validation of a Lupus Low
Disease Activity State (LLDAS)

Kate Franklyn,” Chak Sing Lau,? Sandra V Navarra,® Worawit Louthrenoo,*

Aisha Lateef, Laniyati Hamijoyo,® C Singgih Wahono,” Shun Le Chen,® Ou Jin,®
Susan Morton,'® Alberta Hoi,” Molla Hug,"" Mandana Nikpour,'" Eric F Morand,’
for the Asia-Pacific Lupus Collaboration

KAwwKo gpwtnpa: Moo emninedo evepyotntog eival amodekTto HaKpoXpovia otov ZEA;
ZKOTOG: Anpioupyla kot emaAnBeuon evog deiktn xapnAng evepyotntag (LLDAS)

Mé£Bodo¢: 1) MEBobdocg Delphi
2) AvadpoLLkr TtpooTTIkA HEAETN Ttapathpnong (retrospective cohort study)

Franklyn K, et al. Ann Rheum Dis 2015;0:1-7



EXTENDED REPORT

Definition and initial validation of a Lupus Low e
Disease Activity State (LLDAS)
Kate Franklyn," Chak Sing Lau,? Sandra V Navarra,® Worawit Louthrenoo,* | [P |

Aisha Lateef,” Laniyati Hamijoyo,® C Singgih Wahono,” Shun Le Chen,® Ou Jin,?
Susan Morton,'® Alberta Hoi,” Molla Hug,"" Mandana Nikpour,'" Eric F Morand,’
for the Asia-Pacific Lupus Collaboration

Delphi survey — Round 2
(11 expents)

Items reduced to core set of 5

LLDAS definition

Disease activity

SLEDAI-2K <4, with no activity in major organ systems (renal, CNS, cardiopulmonary,

vasculitis, fever) and no haemolytic anaemia or gastrointestinal activity

SELENA-SLEDAI physician global assessment (PGA, scale 0-3) <1

No new features of lupus disease activity compared with the previous assessment
Immunosuppressive medications

Current prednisolone (or equivalent) dose <7.5 mg daily

Well tolerated standard maintenance doses of immunosuppressive drugs and approved

biological agents, excluding investigational drugs.

Franklyn K, et al. Ann Rheum Dis 2015;0:1-7



ZUOXETLON ME e€apoeLg Ko cucowpevaon BAABNC

Table 5 The association of LLDAS with subsequent flare

Time-dependent proportional
, , , hazards model (independent
191 aoBeveic pue peon SLapKeLa variable: % time (<50% or

, : , >508%) in LLDAS
napakoAouOnong 3.9 €1n «emacav» ) )

, Outcome HR* 95% CI p Value
Ta kpttnpwa LLDAS » ,
Flare at subsequent visits regardless of severity 063  052t0 0.77  <0.0001
Mild-moderate flare at subsequent visits 0493 07510 1.6 0.53
OcoL ntepacav > 50% tou xpovou Severe flare at subsequent visits 016 0.09to0.27 <0.0001

napokoAovOnong oe LLDAS eixav
oadpwc HIKPOTEPN CUCOWPEUON

Table 8 The association of LLDAS duration with flares, need for

BAdaBng artd dooug népacav < 50% immunosuppressive treatment and damage accrual, during follow-up
(p=0-0007) Linear regression (independent
wariable: total duration of LLDAS)
Outcome Coefficient 95% Cl p Value
Change in 5DI =0.06 —0.18 to 0.07 0.370
Total number of immunosuppressants 0,17 =026 to —0.09  <0.0001
used during study
Increase in the number of flares -0.38 —0.70 to 0.07 0.018
during follow-up
ZUMTEPOLOOL:

H ouvexnc xapunAn evepyotnta oXeT(ETOL LE KOAUTEPN TIPOYVWON oTov ZEA

Franklyn K, et al. Ann Rheum Dis 2015;0:1-7



2oBapéc Aotpwéelc/voonAeiec os aoBeveic pe ZEN

ZKOTOG: 2uxvotnta voonAelwv acBevwy pe ZEA
Aoyw coPBapnc Aoipwéng 1996-2011 kat
oxetl{opevn Bvntotnta

Mé£0Bodot: US Nationwide Inpatient Sample

ZuxvotnTa VOONAELWV yLo:
2PN

UTI

Mveupovia
Eukalplakeg
Nolpwéelc 6€ppatog

e wNeE

yla tnVv nepiodo 1996-2011 ko cUyKPLON UE TO
YEVLKO TANBUGCHO

JUMMEPAOA: ZNHOVTLKA avEénon TNng
oUXVOTNTOC VOoonAewwv AOyw Aolpwénc os
aoBeveic pe ZEA petafv 1996-2011

Adjusted infection rate (%)

Incidence Rate Ratio

——Pneumonia
—UTI
Opportunistic
—Sepsis
Skin

30

1995 2000 2005 2010
Year

Tektonidou M, at al. Arthritis Care Res, 2015;67:1078-85:



Nedpitida ZEA — H dekaetia tng MAINTAIN
AZA vs. MMF yLa aywyn cuvtripnong o vedpitda ZEN

A 1007 —my Bz100
ZkomogG: 10t anoteAeopata tng LEAETNG g T ‘\_‘._‘_‘__t
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Tamirou F, et al. Ann Rheum Dis 2015;0:1-6



KALVIKEC OOKLMEC

2015: H anotuyia tou epratuzumab

UCB announces Phase 3 clinical trial program for
epratuzumab in Systemic Lupus Erythematosus did not
meet primary endpoint




KAwikEC SoKLpEC BLoAoyIKwV PapUAKWVY
O &fovag BAFF-APRIL

APRIL Membrane BAFF Soluble BAFF

Stohl WM. Nat Rev Rheumatol 2013;9:705-20



KAwikEC SoKLpEC BLoAoyIKwV PapUAKWVY
Atacicept

APRIL Membrane BAFF Soluble BAFF

0 == 0.

®aon Il - Metpiwg coPapog ZEN -
461 aoBeveig
75 mg: Xwpli¢ peiwon e€aposwv
150mg: Meilwon e¢dposwv (OR 0.48)

'

I O OO SO R RN R R BB EROBRRRRER

TACI BCMA BAFFR

Stohl WM. Nat Rev Rheumatol 2013;9:705-20; Isenberg D, et al. Ann Rheum Dis 2015;74:2006-15



KAwikEC SoKLpEC BLoAoyIKwV PapUAKWVY
Tabalumab - Blisibimod

APRIL Membrane BAFF Soluble BAFF
Tabalumab

ILLUMINATE-1 — Metpiwg

| ooBapog ZEA — 1164 aoBeveig
Xwpic dtadopd ano placebo
——

——— Blisibimod ILLUMINATE-2 — MeTpiwg

- Tabalumab coPapdc ZEN — 1124 acBeveic

| Meilwon tou SRI aAAG apvnTikA o€
ToAAd 2ary endpoints

i |
:.lu.iClll.lwltiinclli.i-liil

I X I G ]

TACI BCMA BAFFR

Stohl WM. Nat Rev Rheumatol 2013;9:705-20; Isenberg D, et al. Ann Rheum Dis 2015;74:2006-15



KAwikEC SoKLpEC BLoAoyIKwV PapUAKWVY
Tabalumab - Blisibimod

APRIL Membrane BAFF Soluble BAFF

Blisibimod

®ddon llb — Metpiwg coPapog ZEA
— 547 acBeveig
EvBappuvTikd amoteAéopota yla
Stevepyela paonc i

"

illlll-il--.'I"lii..lll‘l‘liI"'I‘Ii.liil.

I O OO SO R RN R R BB EROBRRRRER

TACI BCMA BAFFR

Stohl WM. Nat Rev Rheumatol 2013;9:705-20; Furie R., et al. Ann Rheum Dis 2015; 74:1667-75
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Avtiowpata oto SS npwv tn dtdyvwon tng vooou

2KOTOG: Mooo vwpic epdavilovial AUTOAVTIIOWHOTO O AvOPWTTOUG TTOU AVATTTUCO0UV OTh
OUVEXeLa oUVOpoLo Sjogren

Mé£Bobot: Nested case-control study

Malmo primary SS registry and 2 Swedish healthcare biobanks

* 117 aoBeveic pe lonabec SS =175 Ssiypata opou mptv tn Stdyvwon tou SS
e 117 controls

* EAeyxoc yla ANA, RF, anti-Ro, anti-La

AnoteAéoparta:

e Toulaxlotov 1 autoavticwpa moapov: 81% twv acBevwv (ANA > RF > anti-Ro > anti-La)
e Q¢ Kat 20 €tn mpLv TN dtayvwon tng vooou (median 4.3-5.1 €tn)

e anti-Ro/anti-La oxeti{opeva pe dtayvwon os veapn nAkia kot coBapo datvotumo

Tuunépaopa: MNapouoia aUTOAVTIICWUATWY 0TOV 0pO acBevwy pe SS TTOAAA Xpovia (lowg Ko
navw amno 20) rptv T Slayvwon
MPOCUUMTWUATLIKOG EAEYXOC OE ETAEYUEVA ATOUQ,;

Theander et al, Arthritis Rheumatol. 2015;67:2427-36



EXTENDED REPORT

Show the Annotations Toolbar

Systemic actvity and mortality in primary Sjogren
syndrome: predicting survival using the EULAR-SS
Disease Activity Index (ESSDAI) in 1045 patients

Spanish Group of Autoimmune Diseases (GEAS)-SS Study Group
1045 aocBeveic pe pSS
ZKOTOG: JUOXETLON EVEPYOTNTAC VOoOU otn Slayvwon He Bvntotnta

Mé£Bo0do¢: MoAumapayovtikn HeAETN aAlvdpopnong — KapumuAeg emiBiwong

Méaoo follow-up: 117 pAveg — 115 aoBeveic meBavav (11%)
Baseline npoyvwoTtikoi rtapdyovtec: 1) Appev dUMo, 2) Kpuoodbarpiveg, W C4

MeyaAutepog kivduvoc: Yrapén > 1 mpoyVWOoTLKWY TTapoyOVIWV
e Aepdornevia

* anti-La HR: 2.82

e MoVOKAWVLIKA YoppamaBeLa

N3, WC4 kay/rj kpuoodarpivec

Brito-Zerdn P, et al. Ann Rheum Dis 2014;0:1-8



EXTENDED REPORT

Show the Annotations Toolbar

“systemic acuvity and mortality in primary Sjégren
syndrome: predicting survival using the EULAR-SS
Disease Activity Index (ESSDAI) in 1045 patients

Kaplan-Meier Curves
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Brito-Zerdn P, et al. Ann Rheum Dis 2014;0:1-8



CONCISE REPORT

The prognostic value of routinely performed minor
salivary gland assessments in primary Sjogren’s
syndrome

e 174 acBeveic pe pSS — 16 pe non-Hodgkin Aépudpwpa (NHL)
e Avadpoputkn avaokomnon pakeéAwv Kat foPlwv oleAoyovwy adevwv
e JUOYXETLON:

e |lotoAoyLkwv gupnuatwy [lymphocytic focus score (LFS) kal kAdopoata
IgA, 1gG, IgM TAQoATOKUTTAPWV]

ME

o KAvikn €kBaon: Kupiwg NHL

e KAwikouc Seiktec (ESSDAI kat e€wadevikeg ekONAWOELC)

Risselada AP, et al. Ann Rheum Dis 2014;73:1537-1540



CONCISE REPORT

The prognostic value of routinely performed minor
salivary gland assessments in primary Sjogren’s
syndrome

e Meéoo LFS onpavtika vpnAotepo o aoBeveic mouv epudavicav NHL
(3.0+0.894 vs 2.25+1.086; p=0.021).

e Opuo =23 foci yla avartuén NHL:
— PPV :16%
— NPV: 98%
e LFS >3 avetaptntn ovoxeton pe NHL og moAumopayovTiky LEAETN
naAwvdpopnong

ZUMTIEPOAOHAL:

*  YINUOVTLKN TIPOYVWOTIKA afia tne Blogiag oleAoyovwyv adévwy poutivag otnv
KALVLKN TtpaEn.

e To LFS ival xprioLpo yla tnv avixyvevon a.oBsvwv mou Ba epdavicouvv NHL

Risselada AP, et al. Ann Rheum Dis 2014;73:1537-1540



CONCISE REPORT

Abatacept treatment reduces disease activity
in early primary Sjogren’s syndrome (open-label
proof of concept ASAP study)

e Avouytn peA€tn (proof of concept)
* 15 aoBeveic
* |V abatacept og oxnpo opotlo pe tn PA

 Follow- up: EBSopada 4, 12, 24 (uno ¢
MEPOC TNC Beparmeiag).

*TeAKA onMEia:
*ESSDAI
*ESSPRI

Table 1 Baseline characteristics of the ASAP study population

Variable Median (IQR) or n (%)
Age (years) 43 (32-51)
Female gender, n (%) 12 (80)
Disease duration (months) 11 (7-386)
laG (/L) 20.2 (15.3-26.7)
RF (kiL/L) 43 (20-184)
Anti-Ro/SSA positive, n (3%) 15 (100)
Anti-LafS58 positive, n (3%) 12 (80)
WS (mLimin) 0,12 (0.07-0.23)
SW5 (mLimin) 0,39 (0.24-0.57)
E55DAl 11 (8-14)
Articular domain, n (%)~ 13 (87)
Biological domain, n (%)* 11 (73)
CMS domain, n (%)~ 0i0)
Constitutional domain, n (%)" 5 (33)
Cutaneous domain, n (%)" 4(27)
Glandular domain, n (%) 11 (73
Haematological domain, n (%)~ 2(13)
Lymphadenopathy domain, n (3%)* 1(7
Muscular domain, n (%)* 0o
PNS domain, n (3&)* 100
Pulmonary domain, n (%)* 3 (200
Renal domain, n (%)* 0 (D)
ESSPRI 1.5 (6.0-8.0)
Use of artificial tears, n (%) 15 (100
Use of artifical saliva, n (%) 1(7
Use of prednisane, n (%)t 1107
Use of hydroxychloroguine, n (%)t 2013)

Meiners PM, et al. Ann Rheum Dis 2014;73:1393-1396



CONCISE REPORT

Abatacept treatment reduces disease activity
in early primary Sjogren’s syndrome (open-label
proof of concept ASAP study)

Eé‘é_ _T 1: I 1 MeyaAUtepn BeAtiwon oe:
i 3 *ApBpitiba
7 , ' *SUOGTNHOTKA
au- ‘ 5 : [ eAepdpadevomnddela
104 N :
. : I I *Xwpig BeAtiwon otn
l B . Aeltoupyia oleAoyovwv
EEET :' 24 3 48 EEEY I' 2% % 48 Ko Sakputkwy adevwy

Time {weeks) Tme [weeks)

Zupnépaopa: To abatacept HeELWVEL TNV EVEPYOTNTA KOL TNV KOTIWON Kol BEATIWVEL TNV
rnototnta {wn¢ o aoBeveic pe SS

Meiners PM, et al. Ann Rheum Dis 2014;73:1393-1396



EXTENDED REPORT

Efficacy and safety of belimumab in primary
Sjogren’s syndrome: results of the BELISS open-label
phase Il study

e 30 aoBeveic
e Kpunpla etoaywyng: SSA(+)ve KAL:
—  JUOTNMOTLKEG ETILITAOKEG N
— Al0yKkwon oleAoyovwy adevwy N
— Mpwiun vooo (<5 €tn) N
— Atikteg evepyomnoinong B-kuttdpwyv
e ALApKELO 6 UNVEC
e lary endpoints: BeAtiwon o€ 2/5
— Meiwon 230% otnv Enpotnta (VAS)
— Meilwon 230% otnv konwon (VAS)
— Meilwon 230% otov novo (VAS)
— Meilwon 230% oto VAS watpou

— BeAtiwon >25% o€ onolodnmnote deiktn evepyomoinong B kuttdpwv

Mariette X, et al. Ann Rheum Dis 2015;74:526-531
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EXTENDED REPORT

Efficacy and safety of belimumab in primary
Sjogren’s syndrome: results of the BELISS open-label
phase Il study
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Mariette X, et al. Ann Rheum Dis 2015;74:526-531
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EXTENDED REPORT

Risk of deep venous thrombosis and pulmonary
embolism in individuals with polymyositis and
dermatomyositis: a general population-based study

Zkomog: Kivouvoc yia pAePikn) OpopBoeuBoAikny vooo (DVT kot PE) og aoBeveic pe
vea Stayvwon MM/AM

e MeAétn mAnBuopou (Population-based)

* 752 mepumtwoelg a.obvewv pe NM/AM
e ~ 7500 controls

Table 4 Multivariable analysis of the risk of VTE, DVT and PE in individuals with PM/DM

PM Non-PM DM Non-DM
n=443 n=4603 n=355 n=3577
VTE
Multivariable HR (95% CI) 7.0 (3.34 to 14.64) 1.0 8.39 (3.04 to 23.14) 1.0
VT
Multivariable HR (95% CI) 6.16 (2.07 to 18.35) 1.0 9.40 (2.88 to 30.608) 1.0
PE
Multivariable HR (95% CI) 7.23 (2.86 to 18.29) 1.0 4,70 (0.85 to 25.98) 1.0

DM, dermatomyositis; OVT, deep vein thrombosis; PE, pulmonary embolism; PM, polymyasitis; WTE, venous thromboembolism.
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Figure 1 Cumulative incidence of venous thromboembaolism in the
443 cases with incident polymyositis (PM) (upper panel) and 355 cases
with dermatomyositis (DM) (lower panel) as compared with
age-matched, sex-matched and entry-time-matched controls randomly
selected from the general population.
Carruthers EC, et al. Ann Rheum Dis 2015;0:1-7
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response biomarkers: a mechanistic study with
12 months follow-up

 BeAtiwon og 7 aoBeveig

’
e XtaBepomnoinon oe 5 \ .
5 o
’
0| P= 0,007 i Pe 002
e Embeivwon o€ 3 o <o i, =
} :
| Ea|
5 E
$ o i
E &0 .:_- 0}
iy F)
é E x
e % -
g 3
A B & w0
& N o E
b | 0 I..C' o0 as 10 15 m 8 a 38 I 05 oo o8 10 15 "'.L' Fi.] an
a Parcantage of COMD+arwa of 10t asus drea (=) o baseiing Percaniage of CO160+area of 1olal basue a'ea M) 8t bassing
% P=0.002 r 1 P 507
- . c b
2 2 E ) Bs 60
5| ) P= 0.03
i x o ® P00y i o
. g w0l
2 » £ 1 " H
] - - - |
3 & 18 Em £l
- g 3 o6 £
8 i i
10 E w o |
§ w0 g . L
g : £
f 3 £ . E oo
[41] E %0 - E
§
of I 0 - =1 ol
© i
Igian = 0
4 R nde hon - e - " - 25%- Th% (1) as 02 03 04 05 L L] 01 02 03 04 05
., | quh"l’ m - ’W| " N
wpancR - ' " . * Wan-Sdan Pementage of IL-1i+area of iotal fissue anea (mem') af baseline Pescaniage of IL-1dsarea of tolal Sssue area [mm) o bassling

YuoxEtion anavinong ne uPnAdé MYOACT kalt e€w-HULko

score 6To baseline JUOXETLON amAvTnong He amouoia pakpodaywv kat IL-1a

oTLC BloYieg puog

Zong M, et al. Ann Rheum Dis 2014,73:913-920



