NX-GR-LPU-PPTX-240019 October 2024-October 2024

H duaxeipion tov acBevouc pe ZEN w¢
oywvac SpOUoU HET EQMOdiwV

Avtwvnc Gavouplaknc

pITIKOy latpikn 2xoAn EKMA
;igr Movada Peuvpatoloylag, MIN ATtikov
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ANAWON CUNPEPOVTWYV

Ta teAevtaia 2 £€Tn £Xxw AABEL TIUNTIKA apoBn amno Tic etatpeieg : Abbvie, Amgen,

Pfizer, Lilly, Genesis-Pharma, Novartis, UCB, GSK, Aenorasis, Astra-Zeneca, Boehringer-
Ingelheim, Demo

Exw AdBeL Tipntikn apolBn amno tnv etopeiot GSK yior tTn CUYKEKPLUEVN OALAL




Mepimtwon aoBevouc #1

( )

Etreioodia e§avonuarog
Ka1 apBpiTidag

Bpaxuxpovia oxruard AMNayr) Bepameiag

ApxIKn Bepareia KopTICOVNG AMhayn Beparreiag
«  AMayf AZA og MTX Qaeic IVMP (2 . .
KopTIKOEIdH *  Kakn avoxn MTX +?Do PDIEI 9 AVTIETWTION UTTOTPOTIWY
(18 pnveg) (FEZ& (30 mg/d, aTadiakn HE
+ AZA 2015-16 peiwan oe 7.5 » AUEnan KopTIKOEIBWY
: . ETA ATTO 3 Prve
KaAn arrokpion _ ) K HAVEQ) » MMpoobrikn CsA ae AZA
\ 4
865
|O'TOp|K6 CDsBpOUdplog 2016 2016 ' |Ol'JV|0§ 2017 fOIIOW-up
YTT00UpPeOEIBITNOG, ATEKVOG ‘E¢apon HTTIOTSp:ig e5APTEIS Evw gg HCQ (400 mg/d),
Evis 0¢ HOQ (400 mgd) + AZA TOUG EMOLEVOUG AZ (150 g,

. . S mg/d),
2011Aiayvwon ZEA (150 mg/d): EVY &% PDN 7.5-10 mg/d: PDN (10 mg%);
ApBpiTida; OpopRotrevia Mupetodg > 38°C i i
(>' 70,000/mm3}; 0&UG depATIKOG E¢avOnua ACLE rash ﬁﬁg%ga égo?\%?]zz
AUKOG, aAwTTeKia (Kopuo¢g, avw Akpa) FfAvAniia Aerweotrevia, Avaiio

C4
NA opiakd *

Ti Oa eixe aAAaeL av n acBevic avtn eixe .

TLAPEL Evayv BLOAOYLKO TApAyovTa VWPLE OTNV -

TOPELAL TNG VOOOU TNG;

KOTT, OUTUOPYA

in; CsA = cyclosporin;

ESK = €rytnrocyte seaimentation rate; HLU = NyaroxyCnioroquine; IvVivir = Intravenous metnyipreanisolone; IvilA = metnotrexate; FUN = preanisone; sul = SLILL/ALK aamage inaex; >T = standard therapy.

ZeTTEURPIoG 2017

Bioyia ve@pou

Neopinida 16éng IV pe
upnAn evepyornta (Al
11/24) ka1 eAGyioTn
xpoviotnta (1-2/12)



EULAR 2023 Zuotaoelg yia tn Staxeipion tou ZEA

O¢epartreia pe oT6XO HCQ yia 6Aou¢ Toug AvoOOKATOOTOATIKA Kal

™V Upeon f pia aoBeveig Ka P1oAoyIkol TTapayovTES
KATAoTaoN XaUNANG g\ayioTOTTOINON Y1 Tn dieukoAuvan TNG
gvgpvéTang Xpr']o.ng Meiwong GC Kal TV

KOPTIKOEISWYV TPOANYN e§ApoEWV

Fanouriakis A, et al. Online ahead of print. Ann Rheum Dis. 2023.



Méeaon 60on koptlovng kaw kivbuvoc cuocowpeuons BAABNG

A prospective, longitudinal study from the Hopkins Lupus Cohort of 2199 patients (1987-2012) &b

Reducing the dose of GCs can lower the Risk of first/new organ damage over time with mean prior

risk of organ damage prednisone dose of 27.5 mg/day vs doses of <7.5 mg/day

 Patients receiving a mean prior dose of 27.5

mg/day prednisone had a 1.7 times greater [CELLRANGE] ® [CELLRANGE]
risk of developing new organ damage versus ;
patients receiving <7.5 mg/day prednisone.¢ [CELLRANGE] | ® [CELLRANGE]
* Daily prednisone doses of 27.5 mg increased !
the risk of developing cataracts, osteoporotic [CELLRANGE] 5 ¢ 15(1.0,2.3)¢
fractures and cardiovascular damage. 5
[CELLRANGE] ; O [CELLRANGE]
 Areduction of 1 mg/day in mean GC dose . ; . .
reduces future risk of any new organ damage 0,5 1 2 4
by 3%. HR (95% Cl)

aThe average duration of follow-up from cohort entry until lost to follow-up of 6.2 years. PDoses evaluated were the mean prior prednisone doses during follow-up since cohort
entry. Organ damage was assessed by SELENA-SLEDAI score per person-quarter; first organ damage was recorded from most recent score upon quarterly update. Data for
only 4 individual organ systems were reported. cEven after adjustment for recent disease activity, there was a dose-response relationship across the different levels of exposure
to prednisone during follow-up and the risk of developing any new organ damage (eg, cataracts, osteoporotic fractures, cardiovascular damage and renal damage); 4P<0.001;
eP=0.041 vs patients with GC doses <7.5 mg/day.!

Al Sawah S, et al. Lupus Sci Med. 2015;2:e000066.



H xprion tng mpedvilovne =5 mg/nuUEpa evtog 2 etwv amno tn dtayvwon tou ZEA
avénoe tov kivduvo Bvntotntag

A retrospective analysis of 300 patients with SLE at
the University College Hospital, UK

Use of Prednisone and Mortality Risk

« Patients taking prednisone =5

1.00
mg/day within 2 JIEElE after SLE No Early High Dose of Steroids
diagnosis had = 1.5x greater risk <
of organ damage® > o7
: 5 . .
Organ damage was associated E T e e
. . T O 050 arly High Dose of Steroids
with a >8x risk of mortality s
IS
>
> 0254
>
)]
0.00 —

| | | | |
10 20 30 40

Analysis Time (years)

o

3Based on data from a multi-ethnic, longitudinal cohort of patients with SLE followed up for up to 40 years (median 13.3 years). Early use defined as within 2 years of SLE diagnosis; high dose defined as 25 mg
prednisone/day. Intravenous methylprednisolone pulses were also counted as high-dose glucocorticoids. SDI was used to measure organ damage. PEarly use of high dose of steroids was one risk factor for
developing chronic damage (HR=1.47; 95% Cl: 1.08-1.99; P=0.014). ‘The presence of any damage was associated with increased mortality (HR=8.43; 95% Cl: 2.64, 26.9; P<0.001) (Kaplan-Meier curve not shown).

Segura BT, et al. Rheumatology (Oxford). 2020;59(3):524-533.



EmiAoyEc o€ aoBeveic pe epuEvouaa evepyoTnTa, £CAPTEIC f)/kal aduvapia
«ATTECAPTNONCY ATTO TA KOPTIKOEION

Recommendation LOA,
mean (SD)

In patients not responding to HCQ (alone or in combination with GC)
or patients unable to reduce GC below doses acceptable for chronic
use, addition of immunomodulating/immunosuppressive agents (for
example methotrexate [1b/B], azathioprine [2b/C] or mycophenolate 9.32 (0.91)
[2a/B]) and/ or biologic agents (for example belimumab [1a/A] or
anifrolumab [1a/A]) should be considered.

Fanouriakis A, et al. Ann Rheum Dis 2023;0:1-15




Treatment of Non-Renal Systemic Lupus Erythematosus

Sun protection HCQ (all patients unless contraindicated) Remission
Clinical SLEDAI=0

Exercise
No smoking GC PO/IV (if needed, short-term use to control active disease; taper to <5 HCQ
Balanced diet mg/day as quickly as possible and discontinue, if possible) GC < 5 mg/day
Vaccinations
Normal body weight MTX or
Blood pressure, lipid, AZA
glucose control Low disease activity
MMF MMF SLEDAI <4
Acetylsalicylic acid, HCQ
i G =5 morsey
(in aPL+/APS)
Immunosuppressive
or biological agents
CNI CNI at stable, tolerated
dose
Assess adherence to il
treatment RTX RTX

Grade A Grade B Grade C Grade D

Treatment of non-renal SLE. Top-to bottom sequence does not imply order of preference (eg, MTX, AZA and MMF are equal options for second-line therapy in mild disease or first-line therapy in moderate
disease). *Mild disease: constitutional symptoms; mild arthritis; rash <9% body surface area; PLT 50—100 x 10%/L; SLEDAI <6; BILAG C or <1 BILAG B manifestation. *Moderate disease: moderate-severe arthritis
‘RA-like’; rash 9%-18% BSA; PLTs 20-50x10°%/L; serositis; SLEDAI 7-12; >2 BILAG B manifestations. *Severe disease: major organ threatening disease (cerebritis, myelitis, pneumonitis, mesenteric vasculitis);
thrombocytopenia with PLTs <20 x 10%/L; TTP-like disease or acute hemophagocytic syndrome; rash>18% BSA; SLEDAI >12; >1 BILAG A manifestations. 'Recommendation of belimumab and anifrolumab as first-line
therapy in severe disease refers to cases of extrarenal SLE with non-major organ involvement, but extensive disease from skin, joints, and so on. The use of anifrolumab as add-on therapy in severe disease refers
mainly to severe skin disease. For patients with severe neuropsychiatric disease, anifrolumab and belimumab are not recommended.

Fanouriakis A, et al. Online ahead of print. Ann Rheum Dis. 2023. ©2023 European Alliance of Associations for Rheumatology, EULAR



Mepimttwon aoBevouc #2

AMN\ayn Bepartreiag

Belimumab 200 mg/wk
SC

ApxikA Beparreia p
1 yAva Peta
KopTikogidn
(0.5 mg/kg/d) * Auogaveia ge AZA
AZA o DAPUAKEUTIKN
HCQ xoAoaTtaan (™ N
YGT)
VKA 2021
\ 4
@ 3 886 A

A
( r
lotopiko
Moonisin

2021 Avdyvwon ZEA

ApBpinba, ofig SeppaTikd ko,
gofaon AIHA (Hb 7 g/dl)

Xohokuotinba-oAoKUGTEXTOUT
(¥powva muohuarn

DVT AE mdtw Grpou otn voonAsio

ANA: 1:1280

+ & C3fC4 4 Anti-dsDNA
Anti-B2GPI
| e

s

J

ACLE = acute cutaneous lupus; ANA = antinuclear antibody; anti-dsDNA = anti-double stranded DNA; anti-SSA = anti-Sjogren's syndrome A antibodies; AZ = azathioprine; CRP = C-reactive protein; CsA = cyclosporin;
ESR = erythrocyte sedimentation rate; HCQ = hydroxychloroquine; IVMP = intravenous methylprednisolone; MTX = methotrexate; PDN = prednisone; SDI = SLICC/ACR damage index; ST = standard therapy.

Apysg 2022

ItabBepn evEpyoTNTO

Evio o= HCQ (400 mg/d) + PDN
(15-20 mg/d):

+  EfavBnpo ACLE rash
(koppae, dvw dxpa)

= ApBpindo (XK, MED, MTD)

+ AHA(Hb 9-10 g/dl)

A Anti-dsDNA ¥ C3/C4

O¢parreia

Belimumab 200
mg/wk SC

MpoodeuTikr peiwan
PDN wg¢ 5 mg/d

A
4 N
- 2022

Erabiokn peiwon
EVEQYOTINTOC VOTOU

Behriwon efavBrpaTog

EgdheLin apBpindog
Hb 10 g/dl

4 Anti-dsDMA g o=
yaunidtepo Titho

. Muspri adiEnen C3/C4
s s

- J

Belimumab 200 mg/wk

SC
PDN 5 mg/d
HCQ
VKA
y L
A
(2023 R

21a0epd KaAn Tropeia

*  Xwpig apBpitida R e€avoOnua

*  SLEDAI 4 — uovo opoAoyiki
EvEPYOTNTA

*  Xwpig véo peifov aupBapa

NS J

Belimumab 200 mg/wk SC

PDN 0 mg/d
HCQ
VKA
A
4 N
2024

ItaBepa koA mopein

*  Xwpic opBpinbda f =Lavanpo

*  SLEDAI 4 - pévo opohoyLer
EVEQYOTNTO

*  Xwpic véo peifov olyBoug




MrmopoUv oL BloAoyLKEC Beparelec va TPOTOTIOLOOUV
TN QUOLKN LoToplo Tou 2EA;



H duoikn Lotopia TV PEVHOTIKWY VOONHATWY GTNV EMOXN TWV
BloAoylkwv apayoviwyv

Exouv aAAael ta Blodoyikd ¢pappaka tTn GUOLKN TIOPELX TWV PEUUOTLKWV
VOO UATWV;

H nipwin Kot eupeia xprpon mpowbnpevwy Bepamelwyv xeL TOBAVOV LELWOEL TNV
eMINMTWOoN coPapwv EKENAWOEWV TTIOU ATV CUXVOTEPEC OTO TTAPEABOV

Xpnon TNFi yia vooo Behcet kal petayeveotepn ekbnAwon neuroBehcet

Peupatoeldnc ayyeltida — YapyeL mio;

A Vanishing Entity: Rheumatoid Vasculitis

Joel Horton, MD,” Anand Kumthekar, MBBS”
“Department of Internal Medicine; *Department of Rheumatology, Oregon Health and Science University, Portland.



Tpononoinon vocou otov ZEA: AAAayn} TNG GUOCLKAC LOTOPLAC

Meootrpd0eoueg ekBaoeig
(Try, 2-5 érn)?!

Tporrorroinon véoou otov ZEA > Eppévouca BeAtiwon o€ 6Aa Ta MGKpOXpC’)VIﬁg £KB('IO'£|§
EAaxioTotroinon evepydtnTag vOoou HE TIG AIlYOTEPEG OPYQVIKA GUGTAUATA? (X, >5 éTn)L
OUVATEG TTAPEVEPYEIEG OXETICOEVEG PE TN BepaTTeia » XapnAr evepydtnTa VOoOUS » EmRp&duvon/Staudrnua
Kal emPBpaduvon A TpdAnyn opyavikng BAABNg b STOXEUOT OTNV UGETZSS opyavikrg BAGBNG

P >uvexI{ouevn Peiwon TNG XPrRong

KOPTIKOEIDWVZ? ’
Bpaxuxpovieg eKBAOEIg

z 1 DETOUR
(Trx, 1 é10Q) oo

P> >nuavTIKA hEiwan aTnv evepyoTnTa =
vooou Kal TTPOANYN £¢dpoewv2

» Meiwaon xpriong YAUKOKOPTIKOEIDWV?

P [Mpwiun évapén avbeAovoaIoKwY,
QVOOOKOTAOTOATIKWVZ Kal

. .o
TIPOWBNLEVWV BepaTreitoy DETOUR NpoBAnpata «ka@odov»

AHEAD

= AvIOOTNTEG OTNV TTAPOXH PPOVTIdags
DETOUR . I'IpoB)\nqulKr'] 1"rp60[30(<,5r]8 ’
AHEAD = JUMMETOXN ogvavwv (’6£ppa, ocpeg)\po’L
kapdiayyelakd, FEZ, ) rveupovik BAGRN)?
= Negpiki vooog/BAGRN1°
aAssessed with tools34 including LLDAS® and DORIS.® n rVU.)O'lGKr’] 6UG)\E|TOUpY|’02

DORIS: Definition of Remission in SLE; GI: gastrointestinal; LLDAS: Lupus Low Disease Activity State; " HQOK)\r']O'SIQ otnv Kl'Jr']O'r]ll
SLE: systemic lupus erythematosus; SLEDAI: Systemic Lupus Erythematosus Disease Activity Index.

1. van Vollenhoven R, et al. Lupus Sci Med. 2022;9(1):e000634; 2. Fanouriakis A, et al. Ann Rheum Dis. 2024;83(1):15-29. 3. Isenberg DA, et al. Rheumatology (Oxford). 2005;44(7):902—-906; 4. Touma Z, et al. Lupus.
2010;19(1):49-51; 5. Franklyn K, et al. Ann Rheum Dis. 2016;75(9):1615-1621; 6. van Vollenhoven RF, et al., Lupus Sci Med. 2021;8(1):e000538; 7. Doria A, et al. Autoimmun Rev. 2014;13(7):770-777; 8. Bartels CM et al. Arthritis
Res Ther. 2020;22(1):35; 9. Gladman D, et al. Arthritis Rheum. 1996;39(3):363—-369; 10. Fanouriakis A, et al. Ann Rheum Dis. 2020;79(6):713-723; 11. 2023 Lupus Foundation of America. Dos and don'ts for living well with lupus.
Available at: https://www.lupus.org/resources/dos-and-donts-for-living-well-with-lupus (accessed April 2024).
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Tpomormnoinon vooou otov 2EA (disease modification)

SLE
= No worsening
' : in SDI
1) EAaylotomoinon evepyotntog Improvementin
! Slowing/preventing LN
vooou diosnse Lsnlrlglty Disease organ damage Reduction in
, ' el modification | progression (SLE) eGFR decline
2) EAaylotoroinon toélkotntag st LAl  clefinition or progression thresholds
e kiiney to ESKD (LN) or
' histological findings No worsening
Bepamnelwv in chronicity index

upon kidney
biopsy/histology

3) «@pevaplopa» opyaviknic BAABNC

Modification of the natural course of the disease



Tl exoupe pabel peta amo oxedov 10 ypovia epmelplac pe to belimumab
oToV e€WVEDPLKO 2EA (ev ouvrouia);

* Y€ TIEPLOCOTEPOUC ATIO TOUC ULoOUC aoBevelc, To papUAKO Ba LELWOEL ONUAVTIKA TNV

EVEPYOTNTO TNC VOOOU KAl TN oUXVOTNTA TWV EEAPOEWVY
e BEATLWVEL ONUAVTLKA TNV KOTIWON TTOU ocuvodeUEeL Tov 2EA
e 'Exel MOAU KON LkovotnTa pelwoncg Twv KopTikoeldwy (steroid-sparing potential)

* Aev elval anapaitnto ol acBevelc va €xouv opoloylkn evepyotnta (i.e. yapunAa C3/C4,

avénueva anti-ds DNA) yla va anovtrioouyv oto belimumab

e Elval éva dappako pe oAl Kako mpodih acdaAelac kol cuvnBwe € pLac avnoUXEL,

QKON KAl OTav To oUuVOUA{OUE UE OUUPATLKA AVOOOKOATAOTAATIKA



Belimumab kot e€apoelc — RCT kal HEAETEC TTAPATNPNONC
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Rua-Figueroa i, et al. Ann Rheum Dis 2024;83:1846-1847



[Mola elval N «VOCOTPOTIOLNTIKA»
SUVOLKN TWV UTTOPXOUCWV
Beparmelwy yLa tov 2ZEA;

LUPUS
SCIENCE &
MEDICINE"

Disease-modifying therapies in systemic
lupus erythematosus for
extrarenal manifestations

Anca D Askanase @ ,' Richard A Furie,? Maria Dall'Era,® Andrew S Bomback,'
Andreas Schwarting,*® Ming-Hui Zhao,® lan N Bruce @ ,” Munther Khamashta,®
Bernie Rubin,® Angela Carroll,’ Mark Daniels,'® Roger Abramino Levy @,
Ronald van Vollenhoven @ ,'? Murray B Urowitz @ '*

Askanase A, et al. Lupus Sci Med. 2024;11(1):e001124|



Outcomes Were Assessed at Three Time Points to Determine if
Treatments Met the Criteria for Disease Modification in Extra-Renal SLE*

Disease modification potential? Disease modification confirmed
(BEYOND 5 YEARS)

Outcomes Year 1 Outcomes Years 2-5

1. Significant reduction in disease activity measured 1. Sustained improvement in multiple
using a validated tool (i.e. SELENA-SLEDAI, BILAG, organ domains/no worsening in
SRI-4) multiple organ domains

2. Significant reduction in severe flares measured 2. Prevention of severe flares
USing a validated tool (Ie SFIl or B”_AG) 3. Continued reduction in use of

3. Reduction in use of steroids2 and/or IS steroids2 and/or IS

Outcome categories

Data were available in the Data not available Insufficient evidence in the Criterion met
literature but there was a in the literature to support literature to meet the specific
negative impact on criterion criterion criterion, but strong general

indications of met criterion

(. J

*This review excludes an assessment of potential toxicities

a<7.5 mg/day per 2019 EULAR SLE treatment guidelines and LLDAS; <5 mg/day per DORIS remission definition.

BILAG = British Isles Lupus Assessment Group; DORIS Definitions Of Remission In SLE; EULAR = European Alliance of Associations for Rheumatology; IS = immunosuprressants; LLDAS = lupus low disease activity state; SDI =

Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index; SELENA = Safety of Estrogens in Lupus Erythematosus National Assessment; SFI = SELENA-SLEDAI Flare Index; SLE = 17
systemic lupus erythematosus; SLEDAI = SLE Disease Activity Index; SRI-4 = SLE Responder Index-4.

Askanase A, et al. Lupus Sci Med. 2024;11(1):9001124.'



}Results: Application of Extra-Renal Disease Activity and Organ Damage Criteria

DISEASE MODIFICATION POTENTIAL DISEASE MODIFICAT:{OEI\ASS)NFIRMED (BEYOND 5

Significant reduction in disease activity measured using a validated tool\ . Sustained improvement in multiple organ domains/no worsening in multiple No change in SDI, or delayed progression

(i.e. SELENA-SLEDAI, BILAG, SRI-4) organ domains

Significant reduction in severe flares measured using a validated tool . Prevention of severe flares

(i.e. SFlor BILAG) . Continued reduction in use of steroids and/or immunosuppressants
Reduction in use of steroids and/or immunosuppressants

Glucocorticoids

Hydroxychloroquine

Immunosuppressants

Azathioprine

Cyclophosphamide

Leflunomide

Methotrexate

Mizoribine

Mycophenolate mofetil

Calcineurin inhibitors

Cyclosporine

Tacrolimus
Biologics
Abatacept

Anifrolumab

Belimumab

Rituximab

©0006 00 000000 06
0000 00 000000 OO

. Criterion met e Insufficient evidence in the literature to meet the specific criterion, but strong general indications of met criterion ‘ Inconclusive . Data not available in the literature to support criterion met ° Data were available in the literature but there
was a negative impact on criterion

BILAG = British Isles Lupus Assessment Group; DM = disease modification; SDI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Damage Index;

SELENA = Safety of Estrogens in Lupus Erythematosus National Assessment; SFI = SELENA-SLEDAI Flare Index; SLEDAI = SLE Disease Activity Index; SRI-4 = SLE Responder Index-4.

Askanase A, et al. Lupus Sci Med. 2024;11(1):e001124.] 18



BloAoyikn Oeparmeia vwpic N apyotepa otnV nNopeia tou ZEA;



‘Exel aAAaéeL o Tpomoc mou yopnyou e to belimumab pe ta ypovia;

* Pisa Lupus cohort
* 102 aoBeveic

N
w

N
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(0}

=
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w

Number of prescriptions per years

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
Years

non IS-naive M IS-naive

MNpwLpdTtePN XpPrion ta tTeAsutaia xpovia

Tani C, et al. RMD Open. 2024 Apr 12;10(2):e003981

Kaplan-Meier 5-year drug retention estimates
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Xwplic otatiotikd onuavtkn dtadopd otnv
enPiwon tov papudakou

Table 3 6 and 12 months outcomes in patients who reached these timepoints

Group 1 Group 2
Whole cohort n=102 n=22 n=80 P value
LLDAS at 6 months (%) 38/73 (52) 11/18 (61) 27/55 (49) 0.20
LLDASS at 6 months (%) 34/73 (47) 11/18 (61) 23/55 (42) 0.15
Remission at 6 months (%) 28/73 (38) 9/18 (50) 19/55 (35) 0.24
Glucocorticoids mg/day at 6months’ 4.8+3.0 3.0£2.6 5.5+3.0 0.02
LLDAS at 12 months (%) 44/59 (75) 9/15 (60) 35/44 (80) 0.13
LLDASS at 12 months (%) 44/59 (75) 9/15 (60) 35/44 (80) 0.13
Remission at 12 months (%) 39/59 (66) 9/15 (60) 30/44 (68) 0.56
Glucocorticoids mg/day at 12months’ 3.8+2.4 2.3+1.9 4.3+2.4 <0.01
SDI =1 in patients with at least 12 months of follow-up 10/59 (17) 1/15 (7) 9/44 (21) 0.42
Flare over a maximum of 12 months follow-up (%) 14/72 (19) 1/15 (7) 13/57 (23) 0.27

Statistically significant values are in bold.
* Meanz+standard deviation
LLDAS, Lupus Low Disease Activity State; SDI, SLE Damage Index.

Xwpic dtadpopa oe LLDAS ) udeon



‘Exel aAAaéeL o Tpomoc mou yopnyou e to belimumab pe ta ypovia;

e Sapienza Lupus cohort
e 138 aoBevelc

25.4% 24.6%

% patients

11S
N immunosuppressant drugs (IS)

21S 3IS 41S 51S

Ceccarelli F, etl al. Immunol Res . 2024 Oct 2.
doi: 10.1007/s12026-024-09543-z

Aldpecoc aplOpocg mponyoupevwy 1S 2013-2018: 3 (IQR 1.25)
Aldpecoc aplOpoc mponyoupevwy 1S 2019-2024 1 (IQR 1.75), p=0.0002

2019-2024: 15.9% xwpic mponyoupevo IS
2013-2018: 5.2% (p=0.01)

Probability of Survival (%)

1001y

Immunosoppressive drug
before Belimumab

- 0-1

- =2

*p=0.0097
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KaAutepn emiBiwon BEL o€
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Xpnon belimumab npv 1 HeETA A0 CUBATIKO 0LVOOOKATOOTAATLKAL

fQ‘ Avaspopikn HeAétn kodptne (Komodo Health database) @ 2 opddeg acBeviv: 1) BEL-0IS (évapln BEL xwpic mponynbeioa
O Xprion IS
2) BEL-1IS (¢vapén BEL petd ano éva IS pappuako)

lavouaplog 2015 — AskepPproc 2022

Meoderate SLE at baseline Severe SLE at baseline

[ | EEII'I"yr belimumab initiators M Late belimumab initiators Early belimumab Late belimumab Early belimumab Late belimumab
initiators initiators initiators initiators
A) In patients with moderate baseline SLE (immunosuppressant  (after 1 prior (immunosuppressant  (after 1 prior
-haive) immunosuppressant) -naive) immunosuppressant)
6 - (N=1909) (N=3252) (N=388) (N=862)
520 Time (months) to
o 54463 4.87 476 471 OCS discontinuation
n.‘ - 433 497 431 408 for patients
@ - with average 4.5(3.8,56) 8.9 (7.7, 10.0) 6.2(47.7.7) 11.6 (9.8, 13.6)
2 44 daily OCS dose
= >0 mg at index,
s 3 median (95% CI)
'E 7 222 216 212 Average daily OCS dose, mg, mean * SD [median]
c & months 34159[0.9] 44+ 65[18] 6.2+ 125([24] 841107 [5.0]
2 11 0.50
= 035--Y p32 044 55040 12 months 29+4.8([09] 40+57[1.7] 59+ 13.1[25] 73+90[4.8]
01 ml — = 24 months 26+42[1.0] 35+48[16] 44158[24] 581 66[4.0]
6 months 12 months 24 months| 6 months 12 months 24 months| 6 months 12 months 24 months
Rate of mild flares Rate of moderate flares Rate of severe flares

> Baseline pétpla evepyotnta vooou: AutAdoia Stadopd » Dwakory GC otov o6 Xpovo ot acBeveig mou §ekivhoav

OTNV ENIMTWON HETPLWV EEAPOEWV OTNV TPWLLN EVapEn npwipa 1o belimumab

belimumab otoug 6 unveg (2.22 vs 4.71) ko 12 piveg (2.16

vs 4.31).

Chen Y, Worley K, Rabideau B, et al. Arthritis Rheumatol. 2023; 75 (suppl! 9) 22



AmoteAeopatikotnta tou belimumab avaloya LLE Tov XpOvo oo th

Stayvwon tou ZEA

\E * MoAukevtpikn avadpouikn HeAET — lanwvia
—]) + 98 aoBeveic pe BEL

ASLEDAI

duration

Adjustment factors: age at induction, PSL dose,
HCQ, and the presence of lupus nephritis

The decrease of SLEDAI score after BEL induction

12 (m)  *=pep.01
Error bar indicates S0
a mixed-affects modal

SLEDAI at induction,

O\ " Méon nAwia otnv = Baseline SLEDAI: 7
C® évapén BEL: 41 €tn

©)

>

>

>>> <5 étn —o— 20 aoOeveic
>5 £€1n) —— 78 acOveic

Both groups (<5 years and >5 years) showed improvement
in SLEDAI scores 3 months after the BEL introduction.

The group receiving BEL at 5 years or less showed
significantly greater improvement in SLEDAI than the
group receiving BEL at more than 5 years at each
evaluation time point after BEL introduction.

Earlier introduction of BEL in SLE patients may contribute
to a more remarkable improvement in disease activity

Kojima K, Ichinose K, Shimizu T, et al. Introduction of Belimumab Within Five Years of the Onset of Systemic Lupus Erythematosus
(SLE) Contributes to the Better Therapeutic Response; A Multi-center Retrospective Cohort Study [abstract]. Arthri2i3
Rheumatol. 2023; 75 (suppl 9)



ITaALK) TTOAUKEVTPLKN HEAETN BeRLiSS

Mikpotepn OLapKeLa vVOoOOU Kal artouotia tpoUntapyovoac BAaBnc (SDI>0) avéavouv tTnv
rnBavotnta KAWVIKAC amavtnong oto belimumab

Ability to achieve SRI-4 response with belimumab

Variable

Baseline SLEDAI-2K
2102

SLE duration £ 2
years

Baseline SDI =0

Baseline
musculoskeletal

Baseline skin

Smoke at baseline

OR (95% Cl), P value

At 12 months

At 24 months

At 36 months

OR (95% ClI), P value OR (95% ClI), P value OR (95% ClI), P value
3.14 (2.03-4.86), 3.48 (2.00-6.03), 4.25 (2.02-8.94), 14.59 (3.54-59.79),
P < 0.001 — P < 0.001 — P <0.001 —o— | |p<0.001 —_—
1.94 (1.08-3.47), 1.59 (0.73-3.43), 3.79 (1.04-13.52), 2.01 (0.41-9.85)
—o— —— | — :
P = 0.027 P =0.242 P = 0.044 P =0.39 ¢
Not tested 1.74 (1.04-2.92), — — Not tested Not tested
P =0.036
1.48 (0.87-2.51), ,— 1.98 (1.15-3.41), —— 1.43 (0.67-3.06), +—» —o—— 125(0.29-532), |, |
P =0.151 P =0.014 P=0.35 P=0.75
0.42 (0.25—0.65)_,‘_‘ Not tested Not tested Not tested
P = 0.001
——
Not tested Not tested Not tested 0.19 (0.04-0.69),
P =0.014
0,1 1 10 0,1 1 10 0,1 1 10 0,1 1 10

Backward stepwise multiple logistic regression analyses were performed to evaluate independent predictors of SRI-4 response, remission, and low disease activity. Limitations of real-world data
include absence of a comparator arm, which may lead to potential selection bias and responder bias.

Gatto M, et al. Arthritis Rheumatol 2020



ITaALK) TTOAUKEVTPLKN HEAETN BeRLiSS

XapnAotepn evepyotnta oto baseline kat anovoia npoindapyovoac BAapnc (SDI>0)
avéavouv tnv ibBavotnta vdeonc n LDA

Ability to frequently achieve remission or low disease activity with belimumab?b
LDA 2 50% of follow-up

OR (95% ClI), P value

OR (95% Cl), P value

Remission 2 25% of follow-up

0,1 1 10

Ez;%eczlme SLEDAI-2K ‘ o 1.85 (1.01-3.40), —_—— 3.17 (1.71-5.87),
P =0.047 P <0.001

Baseline SDI =0 —— 3.16 (1.74-5.74), —_—— 1.97 (1.09-3.56),
P <0.001 P =0.024

Flare number in the

3 years preceding o 0.78 (0.65-0.93), 0.88 (0.77-1.02),

belimumab initiation P =0.005 P =0.086

Prednisone intake ¢ 2.17 (1.22-3.86), Not tested

Baseline kidney A 0.46 (0.22—0.94 0.85(0.41-1.75

1
Backward stepwise multiple logistic regression analyses were performed to evaluate independent predictors of SRI-4 response, remission, and low disease activity. Limitations of real-world data
include absence of a comparator arm, which may lead to potential selection bias and responder bias.

Gatto M, et al. Arthritis Rheumatol 2020



[TowoL aoBevelc ewval vtopndLoL va Aaouv mpwiLun
Beparmela pe BLOAOYLKO TAPAYOVTQ,

AKOUYETaL AOYIKO va elval ot o UeVEILC Tou BplokovTal
o€ vunAotepo kivbuvo va eupaviocouv ocoBapec
ekONAwaoelc tou 2E/N



Mo10¢ aoBevn¢ eival o€ HEYOAUTEPO KiVOUVO VO EMPAVIOEI OTNV TTOPEIA OCOBAPES
KAIVIKEG EKONAWCEIG;
To Trapadeiypa tnG veppitidag XEA

* MpooBeTikdS Kivouvog!
* Mapayovreg Kivduvou: Appev QUAO, < 26 ETwv, 0POAOYIKN EVEPYOTNT

aHR for incident LN (females) aHR for incident LN (males)

3.79

Mal ®
0 gﬁ %0 50
Age of SLE diagnosis = &0 &0
70 70
60 &0
2.45 50 50

anti-dsDNA - @

16.01

)
0 20
i
m Age<26 1 9.66 e <26
B >

Low complements = y:3 10

431
, - &y &y Age>26 .
Serologically Low C3/C4  a-dsDNA (4 Both Serologically Low C3/C4  a-dsDNA (4 Both
inactive (only) (only} inactive (only) (only)

0.1 0.5 1 5 10
Lupus Nephritis adjusted Hazard Ratios

Katechis S, et al. Rheumatology (Oxford). 2024 May 15:keae278



Inflammation

Inflammation
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Fanouriakis A, et al. Ann Rheum Dis 2020



