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e Kapla ovykpouon cupdepoviwyv



YEA: avaykatia n ‘emaypunvnon’ ota mpwta
otadLa TN vooou

Hanly J, et al. Lupus. 2017; 26(2):119-124



2EA: auénuEvo avoooAoyLKO Kal KAWVIKO dopTio ta
PWTO XPOVLAL LETA TN SLAyvwon
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‘ETn amé tn didyvwon

Urowitz MB, et al. Arthritis Care Res. 2012; 64: 132-7; Joo YB, et al. Int J Rheum Dis. 2015; 18:117-28; Swaak AJ, et al. Rheumatology.
1999; 38: 953-8; Jacobsen S, et al. Clin Rheumatol. 1998; 17:468-477
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H avarmntuén BAAPNC opyavwy cupBoivel vwpic

—J- Daily prednisone dose - #— % of patients with SDI>1 —@— Cumulative prednisone dose

30
sen 274%
24.3% e 4 A

22.1%

20+ 18.6%
A

10+

Median (IQR) daily PDN dosage (mg/day)

29.1%

Time (months)

Piga M, et al. Rheumatology. 2020; 59: 2272-81
Segura BT, et al. Rheumatology. 2020; 59: 524—-33
Koelmeyer R, et al. Lupus Sci Med. 2020; 7: e000372
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Noapayovtec kvduvou yia BAABN:

KopTtikooTepoeidn (10iwg >5 - 7.5
mg/nuépa)
Evepyotnta atmd ToAAATTAG Opyava

Evepyotnta ammo ueilova 6pyava
(kapdloavaTtrveuaTIKO, vEPPOGS, KNZ)

YTtrotpotrég Tou ZEA (relative risk =
2)
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2 uvvoonpotnTes (duoAimmdaipia,
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Mn-xprion udpoguxAwpPoKivng



Yriotpomnec o€ aoBeveic pe ZEN

Survival Function
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Mowta 2 £€Tn UeTA TN
dlayvwon

Neapoi aoBeveig

YwnAn evepyotnta (SLEDAI 212)

Avocooloyikn evepyotnta (1 anti-dsDNA, | C3/C4)
[MpooBoAr veppou, KNZ, aigoTroinTikou, ayyeiiTida
Mn-xprion udpoguXAwPOKivNG

Kokl cupudpewaon o€ Bepartreia

[Mpowpn SIOKOTIA AVOCOTPOTIOTTOINTIKAG AYWYNG

Ines L, et al. Rheumatology. 2014; 53: 85-9
Ugarte-Gil MF, et al. Lupus. 2018; 27(4): 536-44
Petri M, et al. Arthritis Rheum. 2013; 65(8): 2143-53




2TOX0C TNC Beparmeiac oto 2EA: yaunAn evepyotnta n vpeon

2 XETIKOG KivOuvog

Evepyotnta 2TEPOEIDN Aildpkela BAABn  Ytrorpotrég
SLEDAI-2K =4
XapnAn & 3 o
evepyomnra  Physician Global - /0 M/day - =2em ! |

Assessment £1

Clinically inactive
“Yepeon disease < 5 mg/day =2 €T l l
(clinical SLEDAI-2K=0)

Franklyn K, et al. Ann Rheum Dis. 2016; 75: 1615-21; Zen M, et al. Ann Rheum Dis. 2015; 74: 2117-22;

Tsang-A-Sjoe MW, et al. Rheumatology (Oxford). 2017; 56: 121-128; Petri M, et al. Arthritis Rheumatol. 2018; 70: 1790-5;

Lancet Rheumatol. 2019; doi: 10.1016/S2665-9913(19)30037-2

e u I a r Zen M, et al. Ann Rheum Dis. 2015;74: 2117-2122;
Zen M, et al. Ann Rheum Dis. 2017; 76: 562-565

Saccon F, et al. Ann Rheum Dis. 2020;79:943-950



O KAAOC EAEYXOC TNC EVEPYOTNTOC OE TIPWLUO oTadLa
TMPOOTATEVEL EVOVTL TNC avartuénc BAAPNC
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Oepareia Tou 2EA: mooo mpwipa ot BLoAoyikol
TIOPALYOVTEG;

YOpoguxAwpokivn MeBoTpegdTn Belimumab
AlaBsioTTpivn

. Rituximab
Muko@aivoAiké

KukAo@wo@apion

KopTikooTEPOEION



KAWLk mepimtwon #1

Fuvaika 26 eTwv, ATOKOC
2EA amo to 2018

Evepyotnta ano: apbpwaoelc (onuavtikn moAvoapBpitida), adbwdn
oTopaTiTtda, TpYOMTWOon, Komwaon, avénueva anti-dsDNA

Aywyn: ubpofuxAwpokivn 400 mg/nUEpa, OXNUATO KOPTLKOOTEPOELOWV
Avoaveéia o AlaBelompivn (yputwdng ocuvdpoun)

Mowo to endpevo BApa;

1.

2.
3.
4

Qoelc peBuAnpedviloAovng
MebBotpetatn
MukodavoAko
Belimumab



H kAWK avtamnokplon oto belimumab dev

TpoToToLETalL avaAoya HE TNV «Baotkn» Beparmeia

70%

60%

50%

40%

30%

20%

Kivduvoc¢
géaposwyv ZEN

SR response (week 52 - pooled BLISS trials)

0
40% 38%

HCQ

HR = 0.82
(0.48-1.38)

Schwarting A, et al. Lupus. 2016; 25(14):1587-1596

59%

I 44%

HCQ+GC

HR = 0.83
(0.65-1.06)

59%

49%

GC

HR = 0.64
(0.42-0.96)

42% | BEL
= SoC
32%
HCQ+GC+DMARD
HR =0.81
(0.62-1.05)



Evioxupevo KAWVIKO odeloc tou belimumab o€
acBevelc pe vPnAn evepyotnta

Baseline Disease Placebo Belimumab Placebo Belimumab
Activity Better Better Better Better
Primary analysis All (n=1684) —— - v’ SLEDAI 210
SELENA-SLEDAI Zig E::Z;Z; A~ }* A “ }* » v' Anti-dsDNA (+)
, 230 IU/mL (n=1168) —h— T v' Low C3/C4
Anti-dsDNA <30 1U/mL (n=516) —— — } ’ /
- Low (n=758) —— —— }* v’ Itepoeldn
Normal/high (n=926) —k— -
- Low (n=944) — —— }
Normal/high (n=740) - e *
Steroid Yes (n=1453) —h— - } 70 =
eroids No (n=231) &~ —— o 0
) >7.5 mg/d (n=976) —k— &\O' T
Steroid dose <7.5 mg/d (n=708) _ Y < 51.5
Immunosuppressive use Yes (n=820) '§ ]
No (n=864) i o 40 -
. . Yes (n=1100) —h— ]
Antimalarial use No (n=584) g 30
I | | 1 | | 1 o
0.25 0.5 1 2 40.25 0.5 1 2 4 @ 20 -
Odds Ratio 1 mg/kg Odds Ratio 10 mg/kg o
»n 10 +
1 4 ~ o I 1 I — -
* Ynepo 20% o€ oxeon e tn cupBartikn Bepaneiod WG ————— 0O

TPOC TNV KAWLKN avtarmokplon (SRI-4) HAD subgroup
* EAdttwon ~39% reduction o€ coPapEG UTIOTPOTES

Van Vollenhoven R, et al. Ann Rheum Dis 2012; 71



H Beparmeia pe belimumab cupBaAAeL otnv emitevén Twv
BepameuTikwy oTOXWV LPECNC KoL XA NANC EVEPYOTNTAC

% of patients
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= : * e ¥ Remission A
e A TIPAKTIKAG
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- o I I I v' EEQIPETIKO TTPOPIA aoPAEAEIaC
by Spsule rerte Sporhe sty Stesspuat (Hakpoxpovia dedoueva)
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%mop Low disease activity states (SLEDAI-2K = 0 or LLDAS) \/ H TrpOUTerXOUO-G B)\GBH Opvavwv
50 MEIWVEL,
- EVW Ta au¢nuéva anti-dsDNA au§avouv
= TNV mMOavoTnTa yia LLDAS/remission

10
00
0

Baseline 3 months 6 months 9 months 12 months
Active (n) 48 48 44 32 23
Inactive (n) 43 43 38 29 19

Fanouriakis A, et al. Semin Arthritis Rheum. 2018; 48(3): 467-474
van Vollenhoven R, et al. Rheumatology. 2020; 59: 281-91
Parodis I, et al. Rheumatology. 2019; 58: 2170-6



Melwpevn cuocowpeuon BAaBNC opyavwy pe to belimumab oe
oxeon He tn cupPoatikn Beparmeia oto ZEA

% patients without organ damage

Hazard ratio = 0.391 (95% CI 0.253 to 0.605); p<0.0001

100 -
\\\\h’ - \\L\\\
S i Belimumab KM
. T — Lﬁ‘:?\
75 - e
= SoC KM Belimumab exponential
- Hazard rate = 0.036 (95% Cl 0.025 to 0.051)
50 - R o
SoC exponential
Hazard rate = 0.091 (95% CI 0.072 to 0.115)
25 -
0 —
1 1 1 ) 1 1 1 I 1
0 1 2 3 4 5 6 7 8

Years since baseline*

Total number of patients at risk at each time point

Belimumab
SoC

179 166 137 121 112 88 65 31 0
179 135 111 83 71 57 44 30 28

Figure 3  Difference in time to organ damage progression in patients with >1 year of follow-up.*Years are 48 weeks in length.
KM, Kaplan-Meier; SLE, systemic lupus erythematosus; SoC, standard of care.

Patients treated with belimumab were 61% less likely to progress to a higher SDI score over any given
year of follow-up, compared with patients treated with SoC alone

Urowitz MB, et al. Ann Rheum Dis. 2019;78:372-9
van Vollenhoven R, et al. Rheumatology. 2020; 59: 281-91
Urowitz M, et al. Lupus Sci Med. 2020; 7: e000412



Patients (%)

Evioxupevn amnoteAeopatikotnta tou belimumab
o€ a.oBeveic e mpwipn vooo

—e—GSR14 —e&— Remission ewee | DA
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(n=390) (n=320) (n=182) {n=98) (n=45)
Time (months)
B months 12 months 24 months 36 months 48 months

Discontinued a7 5 12 147 1585
Ongoing but with a

still shorter follow-up 39 T 172 221 266

from baseline

Gatto M, et al. Arthritis Rheumatol. 2020. doi: 10.1002/art.41253

SRI-4 response at 6 months
(n =192 assessed)

Baseline variable OR (95% CI) P
SLEDAI-2K score of 3.14(2.033-4.860) <0.001
=10
SLE duration of <2 1.94 (1.078-3.473) 0.027
years
SDI score of 0 - -
Musculoskeletal 1.48 (0.868-2.512) 0.151
involvement
Skin involvement 0.42 (0.250-0.689) 0.001
Current smoker - -
status

Mpoutradpxouoca BAdRN opydvwv
ETTNPEACEl APVNTIKA TNV ETTITEUEN
ugpeonc (odds ratio 0.32)



KAWLk mepimtwon #1

e [uvaika 26 €TwWV, ATOKOC
* JEA amo 1o 2018

* Evepyotnta ano: apBpwaoelc (onuavtikn moAvopBpitida), adbwdn
oTopaTiTtda, TpYOMTWOon, Komwaon, avénueva anti-dsDNA

* Aywyn: udpofuxAwpokivn 400 mg/nuUEpa, OXNUOTA KOPTLKOOTEPOELS WV
* Avoaveéia oe AlaBelompivn (Yyputwdng ocuvopoun)

Mowo to endpevo BApa;

4. Belimumab



KAWLk mtepimtwon #2

e [uvaika 31 sTwv
e JEA amoto 2018

e Otetikd ANA 1:80, yapunAot tithot C3/C4, aAwrnekia, adBwdnc
otopatitida, ¢. Raynaud, avtodavoon atpoAvtikn avatpia (Coombs+)

* Aywyn: udpofuxAwpokivn 400 mg/nuépa (oto napeAbov
KopTlkootepoeldn, alaBelompivn [Olakomni Adyw Asukoreviac])

* Twuéc Hb ~8.0 g/dL, Ht 27%

Ye evdexopevn emdeivwon tTNE ALUATOAOYLKNC ELKOVOC, TIOLO TO ETTOUEVO
BeparmevuTiko BApo;



Rituximab: unAd mocootd KAWLKNC aVTATOKPLONG O€
OLUTOOVOOEC KUTTOPOTIEVLIEC TOU ZEN

* Xpron Kupilwc HETA amo amotuyia o€ TTOANATTAG VOOOKATAOTAATLIKA
(mepthapBav. Tnc kKukAopwaodpapuidnc)

e Mn TUXOLOTIOLNUEVEC LEAETEC TTAPATAPNONG

Clinical response
(6 months)

SLE (general)

CR: 46%

Remission: 18%

PR: 34%

Increased activity: 15-20%

Neuropsychiatric SLE

CR: 90%

Hematologic SLE

CR: 61% (3 pAveg)
PR: 26%

Lupus nephritis

CR: 51%
PR: 34%

eular

LoE: 2b
GoR: C

Md Yusof MY, et al. Ann Rheum Dis. 2017; 76:1829-36
Cobo-Ibanez T, et al. Semin Arthritis Rheum. 2014; 44: 175-85
Serris A, et al. Am J Hematol. 2018; 93: 424-9

McCarthy EM, et al. Rheumatology. 2018; 57: 470-9

Alshaitki F, et al. Eur J Rheumatol. 2018; 5: 118-26
Gracia-Tello B, et al. Lupus Sci Med. 2017; 4: e000182



KAk neputtwon #3

e Avbpac 19 etwv pe ZEA (ANA+, anti-dsDNA++, xaunAot titAot C3/C4, anti-
Ro/SSA+, anti-Sm+)

* 05/2020: dtayvwon pe vedpitida Aukou (IN Xaviwv).

e Muktn class V + IV (unvoelbeig oxnuatiopol 30%, deiktng evepyotntog 18,
xpoviotntog 1)

20/05/2020
SCr (mg/dL) 1.8
UPCR 3800
RBCs (oupa) 70-80
S-Albumin (g/dL) 3.2
Aipatokpitng (%) 33
TiyEG apTtnp. TTiEoNng 130-140/80
Anti-dsDNA (IU/ml) >300
KopTiko€idry (mg/dL) 500 mg x3 -

80 mg/nuépa
NoITT aywyn



KAk neputtwon #3

e Avbpac 19 etwv pe ZEA (ANA+, anti-dsDNA++, xaunAot titAot C3/C4, anti-
Ro/SSA+, anti-Sm+)

* 05/2020: dtayvwon pe vedpitida Aukou (IN Xaviwv).

e Muktn class V + IV (unvoelbeig oxnuatiopol 30%, deiktng evepyotntog 18,
xpoviotntog 1)

20/05/2020 23/07/2020
SCr (mg/dL) 1.8 1.6
UPCR 3800 3500
RBCs (oupa) 70-80 60
S-Albumin (g/dL) 3.2 3.6
AlpaTtokpitng (%) 33 37 Eivat avOektikn n voooc;
TiyEG apTtnp. TTiEoNng 130-140/80 130/80 , ,

_ lpenel va tportortotn9ei n
Anti-dsDNA (IU/ml) >300 216 ; ;
aywyn Kot nwge,

KopTiko€idry (mg/dL) 500 mg x3 - 80 mg/nuépa

80 mg/nuépa
NoITT aywyn HCQ 200 mg/d

MMF 2000 mg/d



XoapnAo eninedo npwteivoupiac - o cuvOUOOLO UE
otaBepn/Pertiwpevn vedpikn Asttoupyia - oto 1 £€To¢
npoBAEmouv KaAn vedpplkn mpoyvwon

Arroruyia BeAtiwong Tn¢ mpwreivoupiag ocuupwva
ue Tov opiouo ¢ EULAR/ERA-EDTA oxerisrar ue

3.60 g/day P ’
1.00
o auénuévo kivéuvo yia XNN
0.87 g/day
0.74 glday Multivariable
0.75 Regression
coefficients
Variables Bs.e. OR (95% CI) p value
g 0.50 - Hypertension
5 sensitivity = 0.87 Initial eGFR
@ specificity = 0.74 Crescents
Class IV LN 2.702 (1.089) 14.90 (1.77-126) 0.013
0.25 - sensitivity = 0.81 Interstitial fibrosis >25% 1.770 (0.763) 5.87 (1.32-26.16) 0.020
specificity = 0.83 Lack of complete or partial ~ 2.780 (0.744) 16.30 (3.74-71.43) <0.001
response (12 month)
2" flare 1.503 (0.720) 4.5 (1.10-18.44) 0.037
0.00 -
0.00 0.25 0.50 0.75 1.00
1- Specificity
Dall’Era M, et al. Arthritis Rheum. 2015; 67(5): 1305-13 Moroni G, et al. Ann Rheum Dis. 2020; 79(8): 1077-83
Tamirou F, et al. Lupus Sci Med. 2015; 2(1): e000123 Vajgel G, et al. Lupus. 2020; 29(1): 83-91

Medina-Rosas J, et al. Semin Arthritis Rheum. 2018; 47(4): 557-64



«Treat-to-target» otn Nedpittdoa ZEA

RESEARCH ARTICLE Open Access

Lack of [partial renal response by 12 weeks @
after induction therapy predicts poor renal
response and systemic damage accrual in

lupus nephritis class Il or IV

Hanaoka H, et al. Arthritis Res Ther. 2017; 19(1):4

.
eular ((&Q

2TOX0G
~3 MNVEC | UPCR karta 25%

~6 UNVEG | UPCR kata 50%

%0T+
UstiAoyoiond 449

~12 ynveg  UPCR < 0.5-0.7

Ann Rheum Dis. 2020; 79(6): 713-23



M6co anoteAECUATIKEC Elvoll Ol CUMPBATIKEC Oepareieg otn
vedpitida AUkov;

Complete response rates in the Euro-Lupus Nephritis Trial (ELNT), the ACCESS Trial, and the Aspreva
Lupus Management Study (ALMS), using the same response criteria. Analysis of study subjects with
proteinuria >1 gm/24 hours at baseline.

Proteinuria at Baseline® Complete Response Rate
(>3 gm/24 hr) (at 6 mos)
ELNT-Low dose (n=36) 42% 25%
ELNT-High dose (n=38) 45% 24%
ACCESS (n=66) 52% 23%
ALMS-MMF (N=169) 57% 21%
ALMS-CTX (N=171) 60% 22%

*
Percent of subjects with proteinuria >3 gm/24 hours at baseline. [All subjects with proteinuria >1 gm/24 hours at baseline were included in the

analysis.|

.'.
Complete response was defined as proteinuria <0.5 gm/24 hours and no deterioration in serum creatinine (defined as no more than 0.2 mg/dL.
increase compared to baseline)

Wofsy D, et al. Arthritis Rheumatol. 2015; 67(5): 1144-6

Zta 2 £Tn, n vedpkn avranokpion eivol ~70-80% -

BeATlwHEVN — 0AAG oTOBEPN TA TEAEUTALO £TN — EMLMTTWON TNG
XNN ko vedplkic vooou teAkov otadiou




Nedpitido AUKOU: «OVEKTIANPWTEC avAyKec» (1)

Table 2 Renal parameters, treatment and chronic damage in the Euro-
Lupus Nephritis Trial Cohort at 10 years of follow-up

\

IVCY

All High dose Low dose
Current serum creatinine (mg/dl) 1.0 (0.5) 1.0 (0.4) 1.0 (0.6)
Current 24 h proteinuria (g) 0.6 (1.2) 0.6 (1.3) 0.5 (1.0)
Ongoing GC therapy (% of patients) 73 71 75 )
Ongoing IS therapy (% of patients) 56 59 53
Ongoing BP lowering therapy (% of 68 68 67
patients)

\Additional IS drugs ever receivedt (n) 0.7 (0.9) 0.7 (0.9) 0.7 (O-QU
Ever received MMF (% of patients) 30 30 29
Cumulative IVCY dose (g) 7.6 (2.5) 9.5 (2.5) 5.5 (4.8)*
Current SLICC/ACR DI (score) 1.1 (1.1) 1.0 (1.2) 1.1 (1.1)
Cumulative cardiac/arterial events (n 7 4 3
patients)

Cumulative cancers (n patients) i 1 6

Houssiau FA, et al. Ann Rheum Dis. 2010; 69(1): 61-4.



Nedpitida AUKoU: «oveKTIANPWTEC avaykec» (I1)

MAINTAIN - Renal pathology - Activity index MAINTAIN - Renal pathology - Chronicity index

6.0 |
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© £
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Baseline Follow Up Baseline Follow Up

Stoenoiu MS, et al. Nephrol Dial Transplant. 2012; 27(5):1924-30



Nedpitida AUKou: «avekTANPwWTEC avaykec» (I11)

%}ﬁ
o ® o
8 & 8

P
=

20 4

Free of renal flare (

=
i

1 152]

MAINTAIN trial

30 — 40% UTTOTPOTEG

(aywyn ouvtipnong
pne AZA)

HR : 1.22 (0.66-2.25) p = 0.531

[37] [31] [28] [28] [11] [2] AZA
[53] [43] [33] [29] [23] [9]  [2] MMF

0 2 4 6 8 10 12
Follow-up time (years)

Tamirou F, et al. Ann Rheum Dis. 2016; 75(3): 526-31



Moo pmopel va vl to 0peAoc ano tnv (mpwiun)
Xprnon Twv BLoAoyLkwv nopayoviwy otn Veppiltida
2EN;



YuvOuaopog tou belimumab pe tn cupBatikn Bepamneia otnv
evepyo vedpitda ZEN

A PERR over Time B Probability of PERR
100 1.0-
s Ne@pikn avrarokpion 09-  Hazard ratio, 1.46 (95% Cl, 1.07-1.98)
T %1  (Me xapnAn &6on 084 P=002
(7] ”, o
§ 707 OTEPOEIODWYV) @€ 074
8 60~ Belimumab (N=223) % 0.6 Belimumab (N=223)
s 50 2 054
£ 40 3 04
3 s
8 30- e 03
.% 204 Placebo (N=223) & 0.2 Placebo (N=223)
e 104 0.1
0 — T T T T T 1 T 1 T T T 1 T T T T T 1 T T T 77 0.0 T T T T T T T T T T T T 1
0 8 16 24 32 40 48 56 64 72 80 88 96 104 0 8 16 24 32 40 438 56 64 72 80 88 96 104
Week Week
No. at Risk
Belimumab 211 170 150 128 117 106 102 91 81 72 61 55 33
" Placebo 207 182 165 135 120 107 97 93 84 78 68 64 43
1.0+ ” Vé
] ESapoeig/ouppfapara
089 Hazard ratio, 0.51 (95% Cl, 0.34-0.77) ’ ’ ’
07{ P-0001 H mpwtn peAETn nMov oXedbLACTNKE HE
0.6+

e§apxng xopnynon BroAoyikov

Probability of Renal-Related Event or Death

0.4 .
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AVTL GUUTIEPOLGLATWV
Moco vwpic ot BloAoyikoil mMapAyoOVTEC;

2ngaoia £xel n oTpatnyikn! — TAKTIKA agloAdynon tng vooou, OTOXOC N
upeon/xapnAn evepyotnTa, TIEPIOPIONOC TWV UTTOTPOTIWY, KABOAOU 1] TTOAU
XAMNAEG DOOEIC OTEPOEIDWV

Qa OKePTW TNV TTPWIMN évapén tou belimumab oto 2EA pe: (a) vwnAn
evepyornta (1rX, amd TOANATTAG Opyava, Pe avoooAoyikny evepyoTtnta), (B)
IOTOPIKO UTTOTPOTTWY, (Y) avaykn yia ouvexn xperjon n aduvauia €AATTwong
TWV OTEPOEIdWYV, Kal (8) o€ veapoug acBeveic e TTpwIPN vOoo

21N veppiTida ZEA, 6a okeptw TNV TTpwiun évapén Tou belimumab oe: (a)
aoBeveic pe uwnAO Kivduvo yia  TOCIKOTNTO OTTO  OTEPOEION, (B) O¢
UTTEPTTAQOTIKA VEQPPITIOO TTOU N oupPaTikl Bepatreia dev odnyei oTnVv
QVAUEVOUEVN MEIWON TNG TTPWTEIVOUPIaC r/kal Twv OTEPOEIdWV (EVTOC TWV
TTPWTWV 3-12 pnvwv), Kai (y) o€ ouvuTttapén £Cw-veppikng evepyotnTag (TTy,
apBpiTida)

To yéEANov: BlodeikTeg!



