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EULAR Xvuoctd&oelq¢ yLa tn diaxeipiLon tou IEA:
2023 update

LtoX0oG: Upeorn N KATACTOOY)
XOHUNANG evVeEPYOTNTAG

Eyratipq
dLayveon Kol

TAUKOKOPT LKOE LO):
< 5 mg / day

AVOCOKOTOOCTOAT LK&
f/KaL PBLOAOYLKEC
Oepaneieg yLa T
peiwon tov GCs

Fanouriakis A. Ann Rheum Dis. 2023;83(1):15-29
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No worsening

Disease Modification 1n SI1]
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Van Vollenhoven et al. Lupus Sci Med 2022;9:e000634



Nepintwon acOevoug #1
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Méon 06on kxoptlLlovnc KoL OPpVYyOV LK
BAGPN

MV Effect of corticosteroid use by dose

yibewd on the risk of developing organ
damage over time in systemic lupus
erythematosus —the Hopkins Lupus

Cohort

Sarah Al Sawah," Xiang Zhang," Baojin Zhu,' Laurence S Magder,”
Shonda A Foster," Noriko likuni,” Michelle Petri®

Daily Pz dose 2 7.5 mg/day increased
the risk of developing cataract,
osteoporotic fracture and
cardiovascular damage

Patients receiving a mean Pz dose 2
7.5 mg/day had x1.7 greater risk of
developing new organ damage

Reduction of 1Img/day in mean Pz dose
reduces the risk of future organ
damage by 3%

Hazard Ratio (HR)
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Al Sawah S, et al Lupus Sci Med. 2015;2:e000066.



MV Impact of glucocorticoids on the

SCENCES: [IEPSE £1 related mai

et incidence of lupus-related major organ
damage: a systematic literature review
and meta-regression analysis of

longitudinal observational studies

49 longitudinal observational studies-
16224 patients

Relative Risk of Glucocorticoids on SLE Damage Outcomes (Table 3)

Osteoporosis & Fractures | E — : gjirguf;zisfe Dose * TIncreased risk of overall
, cardiovascular events with higher
Osteonecrosis | = - . . o
, daily prednisone dose (RR 1.12, 95%
Overall CVE E—o— . CI: 1.02_ 1.24)
Mif . * Increased risk of osteoporosis with
i fractures with higher daily
CVA} I S : o
! prednisone dose (RR 1.21, 95% CI:
Cataracts | _.E'_ 1.11- 1'33)
SDI Score Change — * Higher cumulative GC dose was
0.5 1.0 15 20 25 3.0 3.5 4.0 associated with osteonecrosis (RR
Relative Risk (RR)
1.23, 95% CI: 1.12- 1.34, per 10g
increaseg , .
garte-Gil MF, et al Lupus Sci Med. 2021;2:e000590.



EULAR Zvuoctd&oelLg¢ yLa tn diLaxeipion tou XIEA:
2023 update

Recommendation LoA
3. In patients not responding to
hydroxychloroquine (alone or 1n combination with
glucocorticoids) or patients unable to reduce
glucocorticoids below doses acceptable for chronic
use, addition of immunomodulating/| 9.32

immunosuppressive agents (eg methotrexate (1b/B),
azathioprine (2b/C) or mycophenolate (2a/B)) and/
or biological agents (eg belimumab (la/A) or
anifrolumab (la/A)) should be considered.

Fanouriakis A. Ann Rheum Dis. 2023;83(1):15-29



EULAR Recommendations for SLE management- 2023 update

Treatment of Non-Renal Systemic Lupus Erythematosus

General measures

Sun protection
Exercise
No smoking
Balanced diet
Vaccinations
Normal body weight
Blood pressure, lipid,
glucosa contral

Acetylsalicylic acid,

VKA
(in aPL+/APS)

Assess adherence to

Moderate*

HCQ (all patients unless contraindicated)

GC PO/IV (if needed, short-term use to control active disease; taper to <5

mg/day as quickly as possible and discontinue, if possible)

MTX
AZA

CNI

CYC

Target

Remission
Clinical SLEDAI=0
HCQ
GC = 5 mg/day

or

Low disease activity
SLEDAI =4
HCQ

GC = 5 mg/day

Immunosuppressive

or biological agents

at stable, tolerated
dose

Fanouriakis A. Ann Rheum Dis. 2023;83(

1)

:15-29



MI:V§ Steroid-sparing effect of belimumab:

PIONEER- Rheumatology USA database

,?%]‘Eﬁ%— results from a retrospective 608 SLE pts

observational study of real-world data BEL initiation 2012- 2021

Karen Worley © ' Scott Milligan © > Bernard Rubin @ *

Use of glucocorticoids was significantly decreased after
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Worley K, et al Lupus Sci Med. 2023;10:e001024.
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O EVOKOUUXPOA , OPOAOQOY LKD) XWOLG Vveo
n- vmo. HEL, evepyoTNnITA oUupnopa
‘.og';w KOPT LKOE LOY Pyetn
10-15mg/d

Hpoypat Lkd mpo@iA acbevolc and 10 apxelo NG KALVLIKAC
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ORIGINAL RESEARCH

gM[I‘)I Analysis of belimumab prescription

pe and outcomes in a 10-year monocentric i i

ME?S&?sTei:;al cohort: is there anadvantagewith 102 SLE patlents treated Wlth BEL (2013_ 2023)
sl carly use? from the University of Pisa Lupus Clinic

Viola Signorini,! Davide Schilird,! Giancarlo Cascarano,’ Luca Gualtieri,’
Anastasiya Valevich,' Giulia Puccetti,” Linda Carli,’ Chiara Stagnaro,’
Marta Mosca'

Increasing use as first- line

biologic before traditional IS

25
Table 3 6 and 12 months outcomes in patients who reached these timepoints

Group 1 Group 2

20 Whole cohort n=102 n=22 n=80 P value

| LLDAS at 6 months (%) 38/73 (52) 11/18 (61) 27/55 49) 020 |

LLDASS5 at 6 months (%) 34/73 (47) 11/18 (61) 23/55 42)  0.15
15 (Remission at 6 months (%) 28/73 (38) 9/18 (50) 19/55(35) 024 |
Glucocorticoids mg/day at 6months’ 48:3.0 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
L 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’ 3.842.4 23419 43424 <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) 027
0

Statistically significant values are in bold.

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 * Meanzstandard deviation
LLDAS, Lupus Low Disease Activity State; SDI, SLE Damage Index.

o

u

Number of prescriptions per years

Years

M non IS-naive W [S-naive

Tani C, et al RMD Open. 2024;10:e003981.



ORIGINAL RESEARCH

RMD
Open

Analysis of belimumab prescription
and outcomes in a 10-year monocentric
Rh i . q -
Wikl cohort: is there an advantage with
early use?

Diseases

Chiara Tani ©,"® Dina Zucchi © ,'? Chiara Cardelli ©,' Elena Elefante © '
Viola Signorini,' Davide Schilird,' Giancarlo Cascarano,’ Luca Gualtieri,’
Anastasiya Valevich,' Giulia Puccetti,' Linda Carli,' Chiara Stagnaro,’

Marta Mosca'

No significant difference in treatment retention between IS-naive and
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Kaplan-Meier 5-year drug retention estimates
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Figure 1 Belimumab retention estimates.

Tani C, et al RMD Open. 2024;10:e003981.



BLOAOYLKOC mUp&YyOVIOC: HOPLV I uetd 1o
OOVOOOKATXOTOAT LKA

Enintwon efdposwv ZEA: x2 otnv opada Komodo Health database
Kabuotepnpévnge évapéng BEL 01.2015- 12.2022

Rate of mild flares,
PPY, mean
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Rubin B et al, Rheumatol Ther (2024);11:947-962



ITaA LK) MOAUKEVIPLKA peAétn BeRLiSS

Predictors of SRI-4 response with
belimumab

Mikpdtepn diLapreLla vooou kol amoucia BAAPnc aufd&vouv tnv ITLOBovOTNTA KAAUTEPENG KALVLIKAC O

SLEDAI-2K 210 (6 mo)

SLEDAI-2K 210 (12 mo)

SLEDAI-2K 210 (24 mo)

I
|
SLEDAI-2K 210 (36 mo) i
I

SLE duration <2 yrs (6 mo)

SLE duration <2 yrs (24 mo) : OR 3.79 (1.04- 13.52)

—_—
—_—

SDI = 0 (12 mo) | ————— OR 1.74 (1.04- 2.92)

Musculoskeletal (12 mo) —_—

Skin involvement (6 mo) —_—

Current smoker (36 mo)

1071 100 10! 10?
Odds Ratio (log scale)

Gatto M et al, Arthritis & Rheumatology 2020, pp 1-11



ItoA LK) HNOAUKEVTIPLKL peAétn BeRLiSS

Predictors of Remission and LLDAS with
belimumab

Mikpdtepn evepydtnita vooou kol amouvcia PA&Pn¢ auf&vouv Tnv miLbavodédInta Ueeong 4

Predictors of Remission 225% with Belimumabh Predictors of LLDAS =50% with Belimumah
SLEDAI-2K <10 i o SLEDAI-2K <10 i <

OR 1.85 (1.01- 3.40) OR 3.17 (1.71- 5.187)

SDI=0

OR 3.16 (1.74- 5.|74)

<7.5 mg Prednisone * SDI=0 <
OR 1.97 (1.09- 3.[56)
Flares (1) .
Renal involvement > 1 Flares (1) —e
1 1
107t 10° 10* 10t 10° 10!
Odds Ratio (log scale) Odds Ratio (log scale)

Gatto M et al, Arthritis & Rheumatology 2020, pp 1-11
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Pooled analysis of BLISS trials

Multicenter Spanish cohort of

324 SLE pts-

Severe flares (%)

IIIIHIHHHIII

Before BEL After BEL

To belimumab peLdvel KT

40% 1OV kKiVvduvo cofupnc

————

HR 0.61 (0.44-
0.83)

T T T T T T T T T

4 B 12 1 20 24 28 32 36 40 44 48 52

Visit Week

1 Irene Altabas Gonazalez et al.Rheumatology 2025; 64:276-282

2 Van Vollenhoven et al. Ann Rheum Dis 2012; 71:1343-1349



Impact of bellimumab on organ

damage 1n SLE
SRI-4 response rates at wbZ2 from phase 3 RCTs of
belimumab 1n SLE

Belimumab demonstrated statistically significant improvements in SRI-4
response compared to placebo

100 5
OR 1.83 OR 1.54 OR 1.99 OR 168 OR 1.40
(95% Cl: 1,30, 2.59) (95% ClI: 1.08, 2.19) (45% CI: 1.40, 2.82) (45% CI: 1.25, 2.25) (95% CI: 0,93, 211)
a0 - p=0.0008 p=0.017 p=0.0001 p=0.0006 p=0.1088
= 60-
g
=
@
540
43 6 432 335 401 48 4 41 6
20
D T T T T T
nfN - 1677290 125/287 1187273 02275 2400446 87217 M40/554  135/279 145/298 62149
BLISS-52 BLISS-T6 BLISS-NEA BLISS-SC EMBRACE"

B IV belimumak 10 mg/kg B SC belimumab 200 mg Placebo

Urowitz M et al, Arthritis Care & Research 2022, pp 1822- 1828



Impact of bellimumab on organ

Reduccdamage s Ly ShE ywitn
belimumab vs SoC

Patients treated with belimumab had 61% lower risk of developing new
organ damage over time

100 ‘ Hazard ratio = 0.381 (95% CI: 0.253, 0.605); p=0.0001 |

75 - -
SoC KM Belimumab exponential
Hazard rate = 0.036 (5% CI. 0.025, 0.051)

50
SaC exponential
Hazard rate = 0.091 (95% CI: 0.072_0.115)

25

% patients without organ damage

T T T T T T

0 1 2 3 4 5 6 7 8
Years since baseling™

Tatal number of pabents at risk at each time point

Balimumab 179 166 137 121 112 a8 65 A o
SoC 1789 135 M1 B3 Fal &7 44 30 28

Urowitz M et al, Arthritis Care & Research 2022, pp 1822- 1828



Nepintwon acOevoUg #3

HCQ,

Aitayvewon 2018 @epaneia: e ,
Ef&vOnua mopeLdv, HCQ, Pz 19 Kapio BEL.200 / 12 pApveg
S, G { mg/w apydtepa
TpLxontwon, &edeg, spfion BeAtiwon!!! e /
apBpaAryliec, SROEEN TR 0rgBRD, ApBporyiec - ZtaBsinznopeLa
puaAyieg, ANA+, low o00fKN A puadyiec - ? Tlwon
C3/C4 ’ dsDNA+ Kénwcn KOH(D/OI’]C
LTIONV £ on

6 pnpveg apydtepa

Kopia BeAtiwon! :
ApOpaNY (e - , 18 whves
. puoAyleg - flpoodnxn BeAt twon ) )
@epancia: ) BEL APBPOAY LOV, rTaBepn nopelia,
HCQ, Pz 10 KOIIWOT 200mg/w, HUOAY LV xwplc é&apon,
mg/d Q, Pz xwplg véec
exdnA®oe LC

Hpoypat Lkd mpo@iA acbevolc and 10 apxelo NG KALVLIKAC



Categorization of Systemic
Lupus Erythematosus

TYPE 1 TYPE 2
SYMPTOMS SYMPTOMS

Inflammation— Noninflammatory
driven features of SLE manifestations
Examples: Examples
* Nephritis  Fatigue
e Arthritis  Diffuse pain
e Rash e Depression
e Vasculitis e Anxiety

 Cognitive dysfunction
e Sleep disturbances

Pisetsky D et al. Arthritis Care & Res 2019;71:(6), pp735- 741



Type 1 vs.

Discrepancy
Between
Physicians and
Patients:
Physicians
focus on Type
1 symptoms
using labs and
physical
exams, while
patients often
emphasize Type

2 symptoms
affecting
their daily
lives and
quality of
life.

Type 2 symptoms

[P

Type 2
Symptoms Often
Overlooked:

Traditional
indices (e.g.,
SLEDAI, BILAG)
do not include
symptoms like
fatigue and
depression.
These
often
as
comorbidities
rather than
intrinsic to
SLE.

are
treated

E

Impact on
Treatment and
Trials:
Misclassificat
ion <can lead

to
inappropriate
use of
immunosuppress
ants for
symptoms not
driven by
inflammation
and may
confound
clinical trial
outcomes

Pisetsky D et al. Arthritis Care & Res 2019;71:(6), pp735- 741
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Impact of Belimumab on Patient-Reported
Outcomes in Systemic Lupus Erythematosus:
Insights from Clinical Trials and Real-World
Evidence

[ 1 . 12
learo Gomez (', Yvonne Enman ', loannis Parodis( ™

~

J

To belimumab:

vBeAtlwon A€ LTOUPYLKOTNTAC

vBeAtlwon oupntopdtov  xeovLou
noévou— KOIWoNC

vBeAt lwon moLdTNToC (WA C
acOevVOV

VATIOQUYT OUXVAC XPNong

YAUKOKOPT LKOE LOQV

Belimumab and Patient-Reported Outcomes in SLE

HAQ-DI Improvement

0.60

VAS Pain/Fatigue Reduction

EQ-5D Full Health State

Fatigue (FACIT-F)

0.70

Mental HRQoL (SF-36 MCS)

Physical HRQoL (SF-36 PCS) 0.75

0.0 0.2 0.4 0.6 0.8
Estimated Benefit (Proportion or Standardized Score)

Gomez et al, Patient Related Outcome Measures 2023:14
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Disease

Modification

— Bpoaxuxpdvieg ExpR&oeLc

—— MeoonpbOeouec ExB&oeLC
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Treat to
target
Crategy

0)]

T2T approach in systemic lupus erythematosus

| Risk/benefit of drugs | - - - =

/" Prevention of
damage accrual

+ Use of AMA Y

*+ Minimal GC use g

|+ Remission/LDA

o

/’ "'\\ E“ IIIII

Minimisation of
comorbidities
and drug toxicity

)

=== ‘ Patients’ needs ‘

- ‘ Disease activity ‘

4 Prevention of N
SLE flares

» Use of AMA
» Remission/LDA

\_ /

q Optimisation of \
HRQoL

+ Use of AMA
+ Remission/LDA
* Regular assessment |

S/

e

1

Selection of targets

1

Monitoring of target Treatment
achievement adjustments

Nikolopoulos D et al. MJR 2024;35:328-41



