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Oepaneutikoi otoyol otn vedpitida tou AUKoU

Novel therapies
+ Preclinical studies
* Clinical trials

Taurine
Hydroxychloroquine
adjuvant effect of \
glucocorticoid endogenous nucleic acids )
use mediated by TLR7 and

TLR9 / f

Echavarria R. Int J Mol Sci 2023,24(15234):1-27



Probatility of daveloping ESAD

OepaneuTIKO KEVO ot Vedpitida tou AUKoU

Risk of End-Stage Renal Disease in Patients With Lupus Nephritis, 1971-2015:
A Systematic Review and Bayesian Meta-Analysis
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To 5-30% twv acBevwv kataAnyouv oe XNNTZ napa tn Beparneia

Tektonidou MG. Arthitis Rheumatol. 2016;68(6):1432-41



OL ouyxpovec Beparneiec EpOacav ta opLa TG
QTTOTEAECUATIKOTNTAC TOUC;

Néec 2UVOUOQIOTLKEG
Oepaneieg ? Oepaneiec ?
EEOTOMLKEVUEVEC
Oepamneieg ?
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|| ORIGINAL ARTICLE ||
Two-Year, Randomized, Controlled Trial
BLISS-LN STUDY I of Belimumab in Lupus Nephritis
Richard Furie, M.D., Brad H. Rovin, M.D., Frédéric Houssiau, M.D., Ph.D.,
Ana Malwvar, M.D., Y.K. Onno Teng, M.D., Ph.D., Gabriel Contreras, M.D., M.P.H.,
Zal Armoura, M.D., Xueq 2w, Ri-Chiu Mok, MDD
Mittermayer B. Santiago, M.D., Amit Sax Y., Yulia Gree Vil
Beulah Ji, M.D., Christi Kleoudis, M.P Susan W. Burriss, M.5S.
Carly Barnett, M.P.H., and David A. Roth, M.D

*@aonc 3, 61ebvnc, moAukevtpikn RCT
* 448 aoBeveic ue LN NI/IVEV, V
* eGFR >30 ml/min/1.73m?2

: SOC
(10mg/kg DBl,ellsl,?;iTaaeEZS uépec) VS Placebo + GC initial dose 0.5-1 mg/kg/day tapered to 10
mg/day by week 24
MNpwteUov KATAANKTLKO GNUELO AsutepeUovTa KOTAANKTLKA ohLEial
v'PERR (primary efficacy renal v NARPN¢ Udeon otnv 104" efSopdada
response) * UPCR <0.5
otnv 104" eBdopada * eGFR >90 ml/min/1.73m? 1 éw¢ -10% twv
* UPCR<0.7 TILWV TIPLV TNV UTTOTPOTTN
* eGFR >60 ml/min/1.73m? fj €wg * Xwpig Bepaneia dStacwong
-20% TNG TLUAG TPO TNG UTIOTPOTING v'PERR otnv 52" efSopdda
* Xwpic Bepaneia Stdiocwong v'Nedppiké ocvppapa
v Odvartoc
v'ORR otnv 104" eBSopada
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BLISS-LN STUDY |

Two-Year, Randomized, Controlled Trial
of Belimumab in Lupus Nephritis

A PERR over Time B Probability of PERR
100+ 1.0+
— 904 0.94  Harzard ratio, 1.46 {95% €1, 1.07-1.98)
% 204 osd P=002
%’t 704 OR (95% Cl)= 1.55 (1.04, 2.32) E 0.7
S P=0.0311 Belimumab [N=223) $ 06 Belimumab [N=223)
L 504 m‘ls% = 0.5+
TF; 40 5t L] 3 04
2 30 T 03-
.§ 204 Placebo (N=223) = 0.2 Placeba (N=223)
& 104 32.3% 0.1
a LI B B B B B B B B e B B (B B S B | 0.0 T T T T T T T T T T T 1
0 8 16 24 32 40 48 56 64 72 B0 B3 96 104 0 & 16 24 32 40 43 56 64 72 B0 33 96 104
Week ‘Week
No. at Risk
Belimumab 211 170 150 128 117 106 102 81 81 72 &1 55 33
Placebo 207 182 165 135 120 107 97 %3 84 78 &8 64 43

v'55% peyaAltepn v'46% peyalutepn mbavotnta

TOavoTNTA AVTATTIOKPLONG va emnLtevyBel kat va

e Baon to mpwteLOV SdtatnpnOel to mpwteLov
KOTOAANKTLKO onUElo otV KOTAANKTLKO oNUELo w¢ TNV
opada tou Belimumab 104" eBbopada

Furie R.NEJM 2020,;383(12):1117-28
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“ ORIGINAL ARTICLE ”
Two-Year, Randomized, Controlled Trial
BLISS-LN STUDY of Belimumab in Lupus Nephritis
C CRR over Time D Probability of CRR
100~ OR (95% Cl)= 1.74(1.11, 2.74) oo
_ sq o017 084  Hazard ratio, 1.58 (95% CI, 1.08-2.31)
% 80 0gd{ P=002
2 704 E 07
g 60 S o6
m 50 ) £ 05+
._;.:';: 40 Eell*num.ib iN-sﬁgz E 0.4 Belimumaks (N=223)
g 0 iy £ o3
g 204 0.2
- 10+ Placebo iN_EHJ 0.1+ Placebo (M=223)
I{:'-197/0- vir—f—T—TT T T T T T T T T
0 EI llﬁ le1- S.Z 4-IE' 4IE S.E- EI‘I ?IE B0 EIJE [i'lﬁ 104 O & 16 4 32 40 48 56 64 T2 BD EE 9% 104
Week Mo. at Risk Week
Belimumab 211 184 169 150 138 131 126 118 106 101 92 B5 53
Placebo 209 156 183 156 143 132 120 115 108 102 95 90 62
v 74% peyoAUtepn mBavotnta v'58% peyoAUtepn mbavotnta va
nAnpouc Vdeonc otnv opdda Tou emtevxBet kot va dtatnpnBet n mMARPNG
Belimumab Udeon we tnv 104" efdopada otnv

opdada tou Belimumab

Furie R.NEJM 2020,;383(12):1117-28



The MEW ENGLAND JOURMNAL of MEDICINE

“ ORIGINAL ARTICLE ”

| BLISS-LN STUDY |

Two-Year, Randomized, Controlled Trial
of Belimumab in Lupus Nephritis

= 10+
§ 0.9
5 0.8 H
o azard ratio, 0.51 (95% Cl, D.34-0.77)
2 0.7 P=0.001
]
3 054
=
2 054
=a
3 0.4 Placebo (N=223)
e 0.3+
Z 024 ' / '
z v'49% LUKPOTEPOC KivOuvoc vedpLkol
5 o Belimumab (N=223) , , , )
T P oupBapatogn Bavatouv onoladnmote
0 & 16 24 32 40 48 56 64 72 B0 BE 96 104 , , ,
Weeke XPOVLKN oTlypn wg tnv 104" edopada
No. at Risk otnv opada tou belimumab
Placebo 203 185 175 154 147 137 129 126 120 116 112 110 78
Belimumakb 20% 182 186 167 162 1539 157 151 142 139 133 130 102
Belimumab Placebo
Event {N=223) (N=223)
no.
Any event 15 63
Death from any cause 1 2
Progression to ESKD
Doubling of creatinine level from baseline 1 1
Increased proteinuria, impaired kidney function, or both 17 EL
Treatment failure related to kidney avent 16 20

Furie R.NEJM 2020;383(12):1117-28
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A secondary analysis of the Belimumab
International Study in Lupus Nephritis trial
examined effects of belimumab on kidney
outcomes and preservation of kidney function
in patients with lupus nephritis

Post hoc analysis
Muwkpotepog kivbuvog ekmtwong eGFR katd 30% 1 40% o 6ooug EAafav
belimumab (p<0.05)

* 55% HKPOTEPOC KivOuVOoC utoTpomnG HeTd tnv 24" eBdopada o 6oouc EAafav
belimumab (p=0.0008)

@ 1.0 Mumber of patients who experianced an avent:
'_[.—q 0.9 - placebo = 517186 (26.0%), belimumab 10 mg/kg IV = 28/194 (14.4%)
= L
= -
= pa
£ 074
=
s 064
= 0.5
o
< 044 )
_ S Placebo (M = 223
Z 03
= —
S 0.2
0
2 0.1+
o -
0.0 | | T T | | T T | | T
24 32 40 48 56 64 72 80 a8 96 104
Time since dose (weeks)
Belimumab, n 196 167 154 142 113 131 127 124 117 115 B8
Placebso, n 154 175 1E7 164 161 153 144 130 134 130 53

Rovin BH. Kidney Int 2022;101(2):403-13
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A secondary analysis of the Belimumab
International Study in Lupus Nephritis trial
examined effects of belimumab on kidney
outcomes and preservation of kidney function
in patients with lupus nephritis

Responders, n (%)

Belimumab
Placebo 10mghkgiv. Treatment Favors  Favors
LN class (n=223) (n=223) differenca (%) placebo  belimumab Odds ratio (35% Cl)  Pvalue
PERR
Any class 72(323)  96(43.0) 10.8 —a— 155 (1.04, 2.32) 0.0311
Class |l or [V 42(31.8) 60(47.6) 158 e 1.82 (1.08, 3.08)
aeaddls \/ or [V +\® 15(27.3)  23(37.7) 104 e 1.76 (0.77, 4.05)
15(41.7)  13(36.1) 56 . | 0.65 (0.23, 1.86)
CRR
Any class 44(187)  67(30.0) 103 —e— 174 (1.1, 2.74) 0.0167
Class |ll o IV* 25(189)  38(31.0) 120 —— 1.78 (0.98, 3.21)
of IV +V® B{145)  16(26.2) nr —e—— 276 (0.98, 7.72)
11(306) 12(33.3) 28 [ * | 0.83(0.27, 2.62) Responders, n (%)
. | Baselina Balimurmab
0.1 1 10 Response proteinuria  Placebo  10mglkg iv. Treatment Favors Favors
Ods ratio (85% CI) type level®  (n=223) (n=223) difference (%) placabo balimumat Odds ratio (395% CI) P value
PERR Overall  72(323)  96(43.0) 108 —— 155(1.04,232) 00311
Low* 44 (336)  T2(545) 240 —— 244 (146, 4.08)
3530.4} WA -4 i 0.85 (0.4, 163)
CRR Overall  44(197)  67(30.0) 103 i 1401.11,274)  0.0167
Low* 29021 51389 165 —— 218(1.26,3.78)
High? 15(16.3)  16(17.4) 13 o 1,20 (0.54, 2.64)
I |

01 1 10
(Odds ratio (95% CI)

Rovin BH. Kidney Int 2022;101(2):403-13
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A secondary analysis of the Belimumab
International Study in Lupus Nephritis trial
examined effects of belimumab on kidney
outcomes and preservation of kidney function
in patients with lupus nephritis

Patients wlt( an LN flare" n R)
pa—"

Placebo 10 mglkg i.v. Favers Favors
(n=223) (n=223) belimumab  placebo Hazard ratio (95% Cl) Pvalue
Overall* 51 (26.0) 28 (14.4) —a— 0.45(0.28,0.72) 0.0008
Treatment regimen®
CYCIAZA 18(35.3) 7(14.3) ’ * 1 0.30 (0.12, 0.75)
MMF 33(22.8) 21 (145) i 0.55 (0.32, 0.96)
LN class*
Class Il ar IV 27(23.3) 16 (14.3) 0.51(0.27, 0.95)
Class lll+Vaor IV+V  13(27.1) 7(13.5) 0.43(0.17,1.13)
Class 11(34.4) 5(16.7) 0.40(0.14, 1.15)

0?1 1 1'ﬂ Patients wﬁ an event,” n {h

Hazard ratio (95% Cl)

Placeba 10 mg/kg i.v. Favars  Fawvors

(n=223) (n=223) belimumab  placebo Hazard ratio (95% CI) P value
Overall 63 (28.3) 35 (15.7) —— 0.51 (0.34, 0.77) 0.0014
Treatment regimen®
CYC/AZA 19(32.2) 9(16.3) et 0.46 (0.21, 1.02)
MMF 44 (26.8) 26 (15.9) —e— 0.52 (0.32, 0.84)
LN class®
Class lll or IV 34 (258) 19 (15.1) 0.51 (0.2, 0.89)
Classlll + Vor IV +V 14 (255) T(11.5) 0.44 (0.18, 1.10)
Class V 15(41.7) 9 (25.0) 0.64 (0.28, 1.48)

I 1
01 1 10

Hazard ratio (95% CI)

Rovin BH. Kidney Int 2022;101(2):403-13



Safety and Efficacy of Belimumab in Patients with
Lupus Nephritis
Open-Label Extension of BLISS-LN Study

1.0 4 Double-blind phase | Open-label phass 1.0 9 Double-blind phase | Open-label phase
o 091 0.8 4 i B
0B @ 0B+
E 0.7 o E E 0.7
g E 0.6 o F %2 06+
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1] a8 18 24 32 40 48 56 64 72 ED BB BE 104 24 28 1] | 16 24 32 40 48 56 64 T2 B0 BE BE 104 24 28
Time since first dosa relative to start of each study phase (weeks) Time since first dose relative to start of each study phase (weeks)
MNumber of patients &t risk Mumber of patients at risk
Placebo-to-belimumab 18 105 96 20 a5 a4 EL] T8 75 T To &7 &3 B0 dd Placabo-to-belimumab 120 116 M0 107 105 104 858 96 a5 a3 =1 BE B4 B2 56
Balimumab-to-belimumab 130 113 103 %8 93 &6 85 a1 TE T4 68 E7 &3 43 32 Belimumab-to-belimumab 130 122 17 114 110 107 105 102 OB ©6 82 B8 &3 0 51
Placebo-to-belimumab intravenouws 10 maog (M=122) Placeno-10-belimumab intravenous 10 mgkg (N=122)
----- Belimumab-to-belimumab intravenous 10 mgkg (N=1329 e=e= Belirmumab-to-belimumab intravenaous 10 mgkg (M=132)
a -
Double-blind phase  Open-abel phase
120 7 il
R
o e
] L
§3uol T ] J,.I.1 HH gk H “ A
T - - ~ - - , .
ef [LNATITTY 11 NA { -
8 € | & : I L ! | 11
[m - B
© §
c & 100+
a =
) %
o
80— T T T T T T T T T T T T T
4 8 16 24 32 40 48 56 B4 T2 B0 BB 06 104 12 24 28

Time since first dose relative to start of each study phase (weeks)

Placabo-to-belimumab intravenous 10 mgkg (N=122)
--a~- - Balimumab-to-belimumab intravenous 10 mgkg (N=132)

Furie R. CJASN 2022;17:1620-30



Efficacy and safety of voclosporin versus placebo for lupus

nephritis (AURORA 1): a double-blind, randomised,

multicentre, placebo-controlled, phase 3 trial
®adong Il peAétn pe 357 aobeveic Stadopetikwv pulwv pe LN HI/IVEV, V
eGFR>45
MMF 2g/d + low dose voclosporin (23.7mg BID) or placebo + low dose GC

2 iv woelc MP 0.5g/d = prednisone 20-25mg/d - prednisone 2.5mg/d at week 16

Mpwtelov kataAnktiko onueio - Complete Renal Response week 52
— UuPCR<0.5mg/mg
— eGFR>60 1 peiwon <20%
—  Aoon npedvildvng <10mg/d yia 8 efdouadeg (week 44-52)

Rovin BH. Lancet 2021,;397(10289):2070-80



Efficacy and safety of voclosporin versus placebo for lupus
nephritis (AURORA 1): a double-blind, randomised,
multicentre, placebo-controlled, phase 3 trial

Vadasporin group  Placebo group DR or HR powalue
(=175} (n=178) [95% Cl)
Primary endpoint
Cornplets renal responss st 53 wesky F3(41w) 40 (33%) OR 265 <0000
(1-64-4-27)
Secondary endpaints
Complete renal nesponse at 24 wesks S8 [32w) 35 (20 OR 2323 0002
[1:34-3-72}
Partial renal response at 24 weeks 126 (70%) B9 (50) Of 243 <0001
(1-56-379)
Partial rerial response at 52 weeks 135 (70%) 92 (52%) DR 2.26 <0001
[1-45-3-51)
Time tes LIPCR 505 g, days 160 [141-214) 372 (295-MC) HR 202 <0001 A B
(1.51-2.70) 100y I Vockpesin group (n=175) .
Tirme bo S0 reduction in UPCR, days 29 [29-32) 63 (57-87) HIR 2405 <0001 7 I8 Maceba group (n=178) _
[162-260) ) ,ﬁ,
ﬁ HoH E By~
: : o -
: B
60 T 6o
-E E_ 50% 5%
g
"E 1% i-l
g 407 3% E 0
! i
a 5
h:] 3%
0% E
04 20
3 ]
g £
-9
o4 T 1 . T 1
Week 24 Week 52 Week 24 ‘Week 52
Studyweek Study wesk

Rovin BH. Lancet 2021;397(10289):2070-80



Efficacy and safety of voclosporin versus placebo for lupus
nephritis (AURORA 1): a double-blind, randomised,
multicentre, placebo-controlled, phase 3 trial

A
1600 Viadiosporin grous (%) Ocdds ratio (5% CI) pralue
—— Placcho pmap
Sex
P — Female —— 3 (88) 25 [15-4-1) «CHONIL
= Male —————— 44 (12) 42(10-167) o043
;?,: Age (years)
=] 330 —— 172 (48) 30 (15-6:2) 0003
5 oso . .
= +30 —— 185(52) 24 (13-4 0008
£ Witz ——— 129 (36) 17(0-8-37) 017
£ sas
= s 109 (31) 3701592 0005
Black ——— 45013 48 (10-223) 45
iR 202 (95% 01 151, 270) log-rank p=0aol Other e 421 28 (10-E1) 0054
o T T T T T T T T T T T T T 1 i
(=] 25 50 5 1M 125 150 175 200 25 50 275 300 325 385 MIDH
Murmber at risk Asia-Pacific —— 34 (13-84) a0
Voclosparingroup 179 160 147 134 119 w6 90 B3 Bo o 6B &2 61 57 51 Europe and Soath Africa R 16 (07-35) 029
P group 178 1700 165 145 134 136 116 114 110 10@ 100 95 2 B6 83 B0 | !
Latin America P 34 (14-Ba) a00E
B Warth America B 52(15) 45 (08-243) o8y
1My = - H
Ethni
—— o i ,
— Hispani ar Latino H —— 16 (32) 35(14-8-4) Q006
- — Man- Hispanic or non- Lating P —— 240467) 23(13-41) o005
£ o N H
£ ois — H
£ | ( Pure chiss B 50(14) 27(0857) a1
: P —— 307 (86) 26 (1644 0001
= o.so- MMF use at screening H
& \ H - . .
3 il | — 196 (55) 58 (28a1g) «0a01
= i e £
g P Ha ——— 161{45) 13 [06-25) a51
H paed | Maximum MMF doze (g) :
- s P —— 13(88) 27(1644) <0001
»2 e 441012 16(03-84) a6l
. HR 205 (95% O 162, 260} log-rank p=0.001 Overall i 357 (u0e) 265 {1.64-3) 00001
O 25 S50 5 100 125 150 175 200 IS 250 275 300 325 365 i
i . T T T T 1
I Tame since start of the study (days) oo a1 1 10 100
Woclosporingroup X% 115 74 0 49 38 30 15 12 11 & & & & 5 3 —
Flacebo group  IFE 135 113 8BS &6 61 55 50 46 42 a1 £1) £1:3 iy E Favours placebo  Favours wodosparin

v’ Moakpoxpovia vedppotofikotnta ?
v'Meiwon KivdUvou unotponwy ?

v Eni6paon o€ ewvedplkéc ekONAWOELS ?
v MGpkela Osparneiag ?

Rovin BH. Lancet 2021,397(10289):2070-80



Safety and Efficacy of Long-Term Voclosporin Treatment
for Lupus Nephritis in the Phase 3 AURORA 2 Clinical Trial

901 ecFR
150 . -
- o
1L T - ' - S EE E 4 *
=  an - * - | . i © - |
E T 1 00 BT £
= eGFR change from pretreatment baseline == ©
z ®E o Vodosporn
— L 50 SF o W
CE Es 2 Conrol
in E En o
m = 60 o l£
TE - + 0g = #
™ o w
a9 =22 2
£ . 58
2 50 -2 H
-] 50 G § @
g = 9 =
£ (]
40 <
7] W #— Vodosporin 100 2 _E
- b
23
B 150 = dan ¢ 3 ] 4 2 5 e 3 FUP
[ [ 6 1z 15 18 21 24 27 20 33 36 FOP - Mo
Mo
. 1 1 11 i 0 100 ) ] 2
Vioclosparin (n) 116 116 116 116 1186 114 194 109 02 102 99 00 100 1 0 \ 0 " € 0 1 B 7 i 5
Contral lin} i00 100 100 100 100 98 96 S0 A1 B84 B85 B4 &7 BS

v AwatApnon veppLlKknG amokpLlong ota 3 £Tn
v Awatipnon tov GFR ota 3 €t
v MikpOc¢ Kivbuvog ZA I, urtepkoaAtonpiog, umepAutidonpiog

Saxena A. Arthritis & Rheumatology 2024;76:59-67
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Initial therapy of active LN llI/IVtV

KDIGO 2024 Clinical Practi
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E¢atopikevon Oeparmneiog

O iv CYC
e Y& aoBeveic pe MANUUEAN cLUUMOPDWON OE Ao TOU oTopaToC Bepareia

d MPA avaloya
* Je a0Beveic pe npoyeveotepn €kBeon o uPnAo poptio CYC

1 CNI (voclosporin, tacrolimus, cyclosporine)
* Je 000eveic pe oxetika dratnpnuévn vedpikn Aettovpyia
* Je 00Beveic pe veppwokol emMESOV Mpwteivoupia

e Je aoBeveic mou dev aveyovtal T cuvnBelc S6oelg MPAA ) €xouv avtevOeLen
va Adfouv CYC

O Belimumab ( +corticosteroids + MPAA or CYC)
* Y& 000eveic pe MOAAAMAEC VEDPLKEC UTTOTPOTIEC
* Je aoBeveic pe XNN (upnAoU kivduvou yia XNNTZ)
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CYC dosage

N
KDIGO 2024 Clinical Practice Guideline for the Management of Lupus Nephritis

I.\r.n.S—1 g.*‘nFnurﬂhlytr iv.500mgevery 2weeks  po.1.0-15 mg/kg/d (max
for 3 months 150 mg/d) for 2-6 months

H’ﬁcaqr data included Efficacy data mainly in Efficacy data included patients
patients of different races/  Caucasian patients, with of different races/ethnicities
ethnicities some data from patients

of African or Caribbean

descent, Hispanic descent,

Indian patients, and other

Asian countries
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Corticosteroids’ dosage

KDIGO 2024 Clinical Practice Guideline for the Management of Lupus Nephritis

Methylprednisolone  Nil or 0.25-0.5 g/day up to 3days  0.25-0.5 g/day up to 3 days often  0.25-0.5 g/day up to 3 days usually

intravenous pulses as initial treatment included as initial treatment included as initial treatment
Oral prednisone
equivalent (/day)
Week 0-2 [max 80mg) (max 50 mg) {max 40 mg)
Week 3-4 L= T EG Bl T KO Sl gfkg
Week 5-6 30 mg 20mg 15mg
Week 7-8 25 mg 15mg 10 mg
Week 9-10 BrrTe +4] .
Week 15-16 10 mg 7.5mg 25mg
Week 17-18 7.5mg 5 mg 25mg
Week 19-20 7.5mg 5mg 25mg
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First choice

bycophenalic acid analogs:
mycophenolate mofetil 1-2 g/d or
mycophenalic scid 7.20-1440 mgid

Maintenance therapy of active LN ll1/IVtV

Reduce prednisone
to <5 mg/d

Patients who received triple
immunosuppression as initial
therapy for sctive nephritis
[refer to Recommendation
10.2.3.1.1 and Figure 5

Continue with the maintenance triple
immunasuppression as described
in Figure 5 &t appropriate, Practice

Point 10.2.3.2.5, and Fiqure &

Individual cases or when
no access to MPAA

Azathioprire
1.5-20 mg/kg/d

i MPAA or azathioprine
naot tolerated or available

CNI {tacrolimus, level =d4-6 ngimi;
cyclosparine, level =50-100 ng'mi)
or mizaribire =3-5 mg/kg/d
aof leflunomide =10-20 mgid

AoOeveic uno tputAn avoookataotaAtiky aywyn pe belimumab i CNI
duvavtal va ocuveXioouv HE TPUTAR aywyn w¢ Oepaneia cuviinpnong.
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Awapkela Oepaneiag ZEA vedpitdac lI/IVEV

 Meiwon koptikootepoeldwy otn xapnAotepn duvatr) 66on (ektoOg eav
QTTOLLITOUVTOLL VL0 EEWVEPPLKEC EKONAWTELC)

e ALOKOTIA TWV KOPTLKOOTEPOELOWV VA ETILXELPE(TOL 0 0.0Oevelc ME MARPN KAWLKA
Udeon yua 212 PAVEC

e ZuvoAwkn Siapkela Bepaneiog os aoBeveic pe mMARPN KAWVIKA UPEoN KoL XWPLC
eEWVEPPLKEC EKONAWOELC 236 UAVEG
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Awapkela Oepamneiag ZEA vedpitdaclll/IVEV

* [apa tn ddpkela Beparmeiag >36 HUAVEC KoL Tn dtatripnon mMARpPouUg
KAWVLKNC UdeonC >12 unveg, 1o 28-50% twv acBevwy pmopei va €xouv
LOTOAOYLKN EVEPYOTNTA TNE VOoOU = P Kivéuvog UMOTPOTG LETA Th
Slakomn tn¢ Oepaneiog

* 33-60% twv aoBevwyv Pe eppEVovoa ipwteivoupia dev epdavilovv
Lotoloykn evepyotnta (fixed proteinuria) > amécupon tng Osparmneiog

* EmavaAnmtkn Blogia vedpou pmopel va SteukoAUvel Ttnv anodaon yla
OUVEYXLON N amooupon TG AVOOOKATOOTOANC
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KDIGO 2024 Clinical Practice Guideline for the Management of Lupus Nephritis

Kidney biopsy
showing Class V lupus nephritis

Low-level proteinuria Nephrotic-range proteinuria

Monitor the level of proteinuria and prevent or treat
complications (e.g. thrombaosis, dyslipidemia, edema)

1 Renin-angiotensin system blockade and 1 Renin-angiotensin system blockade and blood pressure control
blood pressure control 2 Combined immunosuppressive treatment with glucocorticoid and

2 Immunosuppressive treatment guided one other agent (e.g., mycophenolic acid analogs, cyclophosphamide,
by extrarenal manifestations of systemic calcineurin inhibitor, rituximab, azathioprine). Insufficient data for
lupus erythematosus recommendation of glucocorticoid regimen, but moderate or reduced

3 Hydroxychloroguine dose preferred. Please refer to Practice Point 10.2.3.1.1.

3 Hydroxychlorogquine

If proteinuria worsens and/or complications
of proteinuria develop (e.g., thrombaosis,
dyslipidemia, edema), consider
immunosuppressive therapy

Awdpkela Oepaneiac ?
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KDIGO 2024 Clinical Practice Guideline for the Management of Lupus Nephritis

Management of unsatisfactory response to
treatment

Verify adherence to treatment

Ensure adequate dosing of immunosuppressive medications by measuring
plasma drug levels if applicable or available (check mycophenolic acid level
if on mycophenalic acid analogs/check infusion records if on cyclophosphamide)

Repeat biopsy if concern for chronicity or other diagnosis
(e.g., thrombotic microangiopathy)

Consider switching to an alternative recommended treatment regimen when
there is persistent active disease

Consider the following in patients refractory to first-line treatment regimens:
« Addition of rituximab or other biologic therapies

» Extended course of i.v. pulse cyclophosphamide

« Enrollment in clinical trials if eligible
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Treatment of renal relapses

.................................................................

Practice Point 10.2.5.3.1: After a complete or partial
remission has been achieved, LN relapse should be treated
with the same initial therapy used to achieve the original
response, or an alternative recommended therapy.



EULAR recommendations for the management of
systemic lupus erythematosus: 2023 update

Treatment of Lupus Nephritis
e

HCQ (all patients unless contraindicated)

Adjunct treatment
for kidney GC PO/IV (consider pulse IV MP, then 0.3-0.5 mg/k 3/day depending on Targets
protection* severity; taper to < 5 mg/day as quickly as possible)
3 months
voances | N - o
Consider SGLT2i UPy

=50% reduction in
{Ifconcomitant APS MMF/low-dose CYC + BELS MMF/AZA + BEL® UPr to <3 gr/day
prenpsty) 12 to 24 months
MMF + CNI (esp. VOC, TAC)* UPr <0.5-0.7 gr/day
Any of the above-
iah- .y Soned Ul (all with eGFR within
Assess adherence foromet TR rom hesehon

contraindicated”
to treatment

RTX1

Com > 7T

Fanouriakis A. Ann Rheum Dis 2014;83:15-29



EULAR recommendations for the management of
systemic lupus erythematosus: 2023 update

XapunAotepec ouvioTwHeVeC o0oelg koptikosbwy (0.3-0.5mg/kg/d)

Aev dladopormolovvtal oL odnyieg avaloya pe Ttnv Ta&n vedpitidag

Cut-off mpwteivouplac oe acBeveic pe taén V yia evapén
OVOOOKATAOTAATIKNAC aywyne : 1g/d

H mpoomnadbela anocupong Twv aVOCOKATACTAATIKWY VA YIVETOL LETA Ao 2
€tn o Udeon

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



EULAR recommendations for the management of
systemic lupus erythematosus: 2023 update

lotoAoyKa E€wvedplkeg ,
, . 2UVVOONPOTNTEC
XOPOLKTNPLOTLKAL EKONAWOELC

Kivéuvoc
TOELKOTNTOC

ErttAoyn Oepareutikol oXOTOG

I‘Ipwts'[VOUpiD @ggs SSI?OLD
Mpotiunoelg Koéotoc
aoBevolc

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

A




Cardiovascular risk

Proteinuria and
CKD progression
(refer to Chapter 1)

Infection risk

Bone injury

Ultraviolet light
exposure

Premature ovarian
failure

Unplanned pregnancy

Cancer

OAwotikn daxeiplon aacBevou g pe vedpitida tov AUkou

Risk attenuation

« Lifestyle modifications - smoking cessation, body weight optimization, exercise
= Dyslipidemia management

= Low-dose aspirin during pregnancy

= Blood pressure control

= Avoid high-sodium diet

= Optimize blood pressure

= Renoprotective medications, such as RAAS blackade, SGLT2 inhibitor, ete, in
stable patients without AKI

= Avoid nephrotoxic insult

= Prevant AKI

= Aszess medical history of herpes zoster and tuberculosis

= Screening for HBY, HCV, HIV, and HEV vaccination

= Prieumocystis firoveci prophylaxis (issue of potential adverse drug reaction
discussed below)

« Influenza and pReumococcal vaccination

= Individualized consideration for recombinant zoster vaccine

» Individualized consideration for other infectious organisms as dictated by
public health concems at the time of treatment

= Bone mineral density and fracture risk assessment
= Calcium and vitamin D supplementation
= Bisphosphonates when appropriate

= Broad-spectrum sunscréen
= Limit ultraviolet light exposure

= Gonadotropin-releasing hormone agonists (Le. leuprolide)
= Sperm/oocyte cryopreservation

= Individual evaluation and counselling for contraception type
{preference, thrombosis risk, age)

= Evaluate individual risk factors for malignancies
= Age-specific malignancy screening
= Minimize lifetime cyclophosphamide exposure to <369



MNapoucioon meploTatiKoU



O luvaika 28 €TwV e ATOULKO LOTOPLKO:

—  YEA amd v nAkkio twv 17 etwv (moAuvapbpitda, tpiyontwon, dwrtogvaiodbnto
e€avonua, Aspdonevia, poawvopevo Raynaud, I anti-ds DNA, {,C3, | C4) uno aywyn pe
VOpOoEUYAWPOKIVN

— Oupeoceditidbac Hashimoto

O Epdaviletal to 2013 pe:
— Mpwrteivoupia 800mg/24h
—  JMEPOPATLKA alpatoupla
— Quololoyikn vedppikn Aettoupyia (Cr:0.8mg/dl, eGFR: 103ml.min/1.73m?)



Bloyia vedppou #1 (09/2013)

Ontikd MIKPOOKOTILO

* 42 omnepapata

* 5 odalpkad okAnpuopéva (12%), 15 pe TuNUATIKEC OKANPUVOELG (36%)

* TUnUOTIKA VEKpwonN o€ 1 omeipapa

* ApXOLLEVOG KUTTAPLKOG LNVOELONG OXNUATIONOG o€ 1 omeipapa

* lVOKUTTOPLKOG HNVOELORG OXNUATIONOG o< 1 oTeipapa

* TUNHOTIKN EVOOTPLXOELSIKA UTtEpTAaoia o€ 3 oTEelpApaTA

*'Hriiec pecayyeloimePMAAOTIKEG AAAOLWOELG O 5 omelpapata

* [Kavr maxuvon BM onmelpapatikwy TPLXoELdwy oe OAa Ta i OKANPUCUEVA OTIELP AT
* 15% dAeypovn o€ SLapeco LoTo

* 10% &iapeon ivwon/ocwAnvaplaki atpodia

o Hra vwdng mayuvon €ow xrtwva aptnpLoAiwv kot pecoloBLdiwv aptnplwv

AvocodBoplopog
* 1gG (++), IgA (++), IgM (++), C3 (++), Clq (++), C4 (+), K (+++), A (+++) Katd prjko¢ IBM pe
AETITOKOKKLWOEC MPOTUTIO Kol e0TLoKA oto peoayyelo (full house mpdtumno)

LN class lll + V
Al: 6 CI:5




OEPATEVTIKN OLVTIHETWIILON

ApxLkn Bepareia pe pukoPavoAlkd ofU+ KOPTLKOELON
(10°/2013)

¥

MARpPNC Udeon oTouC 2 LAVEC

¥

@eparmneia cuvtipnong He LUKoPpavoAlko + GC

¥

Ztadlokn peiwon koptlovng HEXPL TTANPoUC SLAKOTIAC oTa 2 €TN

¥

JUVEXLON TOU HUKOPaLVOALKOU o€ pelwpEvn 6oon
HEXPL KaL To 2021 Aoyw e€wvedplkwy ekONAWOEWV



10°¢/2021
*8 £TN A0 TNV MPWTOSLAYVWON
*UTIO HUKOPaLVOALKO 1g/d

¥

Yriotpomnr) npwteivouplac (700mg/24h)
YTOTPOTIH OTELPAUATIKAC alLiotoupiog
Erideivwon vedpikng Aettoupyiog (Cr:1.24mg/dl - 1.43mg/dl)

¥

Apvnon tn¢ acBevolc va urtoPBAnBel oe Bloyia vedpou

¥

Auénon tng 66on¢ Tou pukodatvoAkov
Entavevapén koptikoeldbwv



BeAtiwon tng mpwteivouplac (300mg/dl)
MNepattepw embeivwon vedppikng Asttoupyiacg (Cr:2.1mg/dl)

\

H aoBevic d€xetan va urtoBAnOet oe Bloyia vedpou
6 MAVEC LETA TNV KALVLKI) UTTOTPOTTN



Bioyia vedpov #2

* 15 onepapara

* 9 opatplkd okAnpuopéva omelpapata (60%), TUNUATIKEG OKANpUVOELS o€ 4
omnelpapata (27%)

* [VOKUTTOPLKOC HNVOELSNG OXNUATIOMOC o 1 omelpapa

* lvwdnc unvoetdng oxnnatiopnoc os 1 onelpapa

* Evéotpyosldikn unepmiaoia

* KapuopnKtika ¢pavopeva

*[axuvon HEUBPAVWY PE TUNUATLKOUG aVSUTAQACLOCHOUG

*35% Sldpeon ivwon/ocwAnvaplakni atpodia

* METpLa TAXUVON €0W XLTwva aptnpLoAiwy, pecoroBLdiwv aptnplwv

LN class lll + V
Al: 6 Cl:7




MpoBAnpaticpot ...

¢ Yriotpomn HeTa 8 £tn Bepameiag kot evw n acBevig ntav og mARpn KAWLKNA Udeon
Aén arno toug 2 mMPpWToUC MAVEC TNC Beparmeiag.

¢ Mapouoia LoToAoyLKA EVEPYOU VOOOU UE TauToXpovn eEEALEN XpOVIwVY PAaBwV.

¢ Evdexopevn VE UTIOTPOTI] OE AUTH TNV ACOEVN HE TIC LELWUEVEC VEDPLKEC
edpedpeiec Oa emtayvve TNV €€EALEN TNC XpPOVLAC VEDPLKNG TNG VOOOU.
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H.J. Anders, 2020



OEPAMEUTLKN OLVTLHETWTILON

’ Melwon Kivduvou UTIOTPOTIWVY

+ Belimumab # Awatipnon GFR

MukodpatvoALko | EAeyxo¢ €wvedppLkwv
+ ekSNAWOEWV
Koptikoeldn

+ SGLT2i




Mopeia acBevouc
Last Follow Up 6°5/2024

O >tadiakn BeAtiwon vedpikrc Aettoupyiac (Cr:1.6mg/dl, eGFR:42ml/min/1.73m?)
0 Xwpic mpwrteivoupia (115mg/24h)

0 Xwplc onelpapatikny atpotoupla

0 Xwplc avoooloyikn evepyotnta

0 Xwplc e€wvedplka cupmtwpata

0 Xwplc koptikoeldn)

0 Yo pukodatvoAiko (2g/d), belimumab, HCQ, SGLT2i
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Renal response

+ Reduction in proteinuria <0.5 g/g (50 mg/mmol) measured as the PCR from
a 24-h urine collection

« Stabilization or improvement in kidney function (£10%-15% of baseline)

« Within 6-12 mo of starting therapy, but could take more than 12 mo

« PCR <0.7 g/g (70 mg/mmol)

+ eGFR that was no worse than 20% below the pre-flare value or 260 ml/min
per1.73 m?

« No use of rescue therapy for treatment failure

+ Reduction in proteinuria by at least 50% and to <3 g/g (300 mg/mmol)
measured as the PCR from a 24-h urine collection

» Stabilization or improvement in kidney function (+10%-15% of baseline)

« Within 6-12 mo of starting therapy

« Failure to achieve a partial or complete response within 6-12 mo of starting
therapy
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Recommendation 10.2.1.1: We recommend that patients with SLE, including those with lupus nephritis (LN), be
treated with hydroxychloroquine or an equivalent antimalarial unless contra-
indicated (1C).

 Meiwon kwwduvou umoTpoNWV

* Au&non moocootoU avtamnokplong otnv Bepamneia
 EmPBpaduvon vedplknc vooou

 Meiwon kwduvou kapdlayyelakwyv Kot BpopPwTtikwy emelcodiwv
e BeAtiwon Auttdoptkou npodiA

e Al0TAPNON OCTIKAG TTUKVOTNTOC

* 5mg/kg/d
e eGFR<30 > | kata 25%



