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Evallaxtikég Oepameieg
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Aedopéva amod vedtepeg ueAEtec-NEOL TOPAYOVTEC
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. * Neppikn emffioon
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Oepameia veppitioag Avkov — I1owog eivar 0 6t0)0C;

Y noxatdototo petpo- Surrogate endpoints

Negpum vpeon  Zovbeto pétpo Predictive value of proteinuria b e L
1) Asvkopotovpia «  Eurolupus ko1t MAINTAIN gy
2) Neppikf Aettovpyio long term follow-up -
- 3) +TCnua
Tp———— A (9:; sensitivity = 0.87

specificity = 0.74
Treatment should aim for complete renal response, defined as urine protein:creatinine ratio

0.25 sensitivity = 0.81
- . . . . = ] ' specificity = 0.83
(UPCR) <50 mg/mmol (roughly equivalent to proteinuria <0.5 g/24 h) and normal or near-
normal (within 10% of normal GFR if previously abnormal) GFR.
0.00
0.00 0.25 0.50 0.75 1.00

1 - Specificity
Accordingly, therapy should aim for proteinuria <0.5-0.7 g/ 24 hgfirs by 12 months (complete clinical

response), although up to 502 of patients not reaching this milestone may still have stable long-term

Kidney function.2> 28

Tamirou F, Lauwerys BR, et al. Lupus Sci Med. 2015;2(1):e000123.
Dall'Era M, Cisternas MG, et al. Arthritis Rheumatol. 2015;67(5):1305-13.
Bertsias GK, Tektonidou M, et al. Ann Rheum Dis. 2012;71(11):1771-82
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6 unveg >3-5 ypovia
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Yopeon [TpoAny”M vtoTpom®V

3 MS‘F’)SQ ounveg — 12unveg >12 unfveg
LUPr 1 UPr>50% UPr<0.5-0.7g
Zrofepo GFR dvcloroyikd GFR dvocioroyikd GFR
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Avocokataotaltikol Tapayoviec — Tacewc | & I

* 2uvnBwg dev amarteiton €101k 1S Bepameio AOy® TEPLOPICUEVOY KMVIKOV ELPMUATOV. o

* Eni Aevkopoatovpiog (>1-3g9/24h viéd ACE/ARB) umopet va yopnyn0ei pukpn d6on
PDN +AZA

E&aipeon: ITodoxvttonddeia
* Avtiuetonion cav v.ehayiotwv adloiwocewv 11 PDN (CYC,RTX,MMF, CNI)

2D

Bertsias GK, Tektonidou M, et al.. Ann Rheum Dis. 2012;71(11):1771-82
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Landmark Trials in Lupus Nephritis

Pollak

« Classify
l.\'L?;\' ’ Chan *
Appel

biopsy « MMF =+
« Long vs. Boumpas steroids « ALMS

short «CYC + .\Io.':‘()ld.\ Vs, « MMF
course VS YC + vS. CYC
steroids steroids alone steroids e

% SO00CSS DO

Austin Gourley Houssiau Dooley
« NIH trial « Steroids « ALMS
« Cytotoxics vs. . i *« MMF vs. CYC
. CYC O AL b
= cYc

steroids
l‘lel\u

https://www.renalfellow.org/2019/01/09/landmark-trials-in-lupus-nephritis-look-how-far-weve-come/
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Yreprmhoaotikég (11, 1V £V)

1B
CYC (EuroLupus: 500 mg i.v. Ka0e 2 eBdouddeg yia 6 d6ce1c)

4

N

3C
Pulse (500—1000 mg 1o 3 uépeg)

Kol
PDN (0.5-1 mg/kg, <10 mg oe 6 unveg
1A
MMF (3 g/d y1a 6 pfvec, 1§ sodium o 16odVvaueg 566E1Q)
Meuppavaong (V)
2B
MMF (3 g/d Y1 6 pfiveg 6€ VEQPMOGIKOD THTOV AEVKOUATOVPIQL) xou PDN (0.5 mg/kg, <10 mg o& 6 pfvec)

Evarloktika : CNIL.RTX,CYC

Bertsias GK, Tektonidou M, et al.. Ann Rheum Dis. 2012;71(11):1771-82
Radhakrishnan J, Cattran DCKidney Int. 2012;82(8):840-56.
Hahn BH, McMahon MA, et al. Arthritis Care Res (Hoboken). 2012;64(6):797-808.



Risk of End-Stage Renal Disease in Patients With Lupus Nephritis, 1971-2015: A Systematic Review and
Bayesian Meta-Analysis

Developed countries
(=) 0.6+
o
w = 5 year
L 1
= 10 year

(@]
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Arthritis & Rheumatology, Volume: 68, Issue: 6, Pages: 1432-1441, First published: 27 January 2016, DOI: (10.1002/art.39594)
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Epotnuota tpoc amdvtnon

* Eivaun CYC pukpdtepn 06ong (EuroLupus) ieoddvvaun pe v CYC standard 66onc?



Low versus high dose cyclophosphamide (CPA)

Study or subgroup Low dose CPA High dose CPA Risk Ratlo Welght Risk Ratlo

n/N /N M-H, Random, 95% C1 M-H, Random, 95% CI
15.2.1 Complete renal remission
Mitwalll 2011 25/73 1144 - 30.81% 1.37]0.75,2.5)
Housslau 2002 13/39 11/36 oom 30.99% 1.51]0.83,2.75)
Mehra 2018 17/38 24/37 —— 38.19% 0.59]0.45,1.05)
Subtotal (35% C1) 150 117 i 100%, 1.05[0.63,1.86]
Total events: 60 (Low dose CPA), 46 (HIgh dose CPA)
Heterogeneity: Tau=0.15; Chi*=5, df=2(P=0.05); I'=66.69%
Test for overall effect: Z=0.3(P=0.7&)
15.3.3 ESKD at 10 years EurolLu pus
Housslau 2002 446 2/44 100% 1.91]0.37,9.92)
subtotal (95% CI) 45 44 e 100% 1.51[0.37,9.92]
Total events: 4 (Low dose CPA), 2 (High dose CRA)
Heterogenelty: Mot applicable
Test for overall effect: Z=0.7T(P=0.44)
15.6.1 Major Infection
sabry 2009 4/26 5,20 e 17.95% 0.62(0.19,2)
Housslau 2002 10745 5 /44 S 23.7% 1.96[0.73,5.26)
Mehra 2018 8/38 /37 —— 26.98% 1.11]0.45,2.76)
Mitwalll 2011 2373 6/44 o= 31.36% 2.31/1.02,5.23)
subtotal (95% C1) 182 145 - 100% 1.44[0.83,2.49]

Total events: 45 (Low dose CPA), 23 (High dose CPA)
Heterogenelty: Tau’=0.08; Chi*=3.98, df=3(P=0.26); I'=24.56%:
Test for overall effect: Z=1.20(P=0.2)

Remission
Low=High

ESRD
1 trial

Infections
Low<High

1.Tunnicliffe DJ, Palmer SC, et al. Cochrane Database of Systematic Reviews. 2018(6).
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Epotiuota Tpoc axavinon

* Eivarto MMF 1codovapo pe v CYC? Ze 6Aovg Toug TAnfucpong;



MMF vs CYC In Remission

Table 2 Randomised trials of initial ('induction') therapy in lupus nephritis

MP pulses and Results Risk of
Reference n Ethnicity Intervention Comparator prednisone dosing HCQ Endpoint (intervention first) bias*
MMF vs CY
Mandonca 40(1:1) Indian MMF 1500 mg bid + P CY 500-1000 r'n-gfmz MP: 530 mg for 3d MH CH, PR CH: 529% vs High
etaf manthly + P F: 0.5 mg/kgd (24 w) 47.8%, p=0.86
PH: 35.3% vs
38.1%, p=ns
Sunet af® B2 (1:1)  Chinese  MMF 1000 mgid + CY CY 750 mg/m* MP: no NR RR (24w) RR:BB.1% vs High
400 mg/m® monthly + P monthly + P F: 1.0 mg/kg/d for 77.5%,p=02
-8 w and tapering ——
Rathieta®  100(1:1)  Indian MMF 7501500 mg bid + CY 6x500 myg MP: 750 mg for 3d All TRR TR: 76.3% vs Some
P fortnightly + P P: 1 ma/kg/d for B w patients (24 w) 75.0%,p =091 CONcams
and Tapering (6 mg/ EurOIUpUS
ka/d)
Sedhain 42(1:1) Mepalese MMF 750 mg bid + P CY 500-1000 mg/m? MP: no All RR (24w) TH:2B.6% vs19%, Some
atal' monthly + P P:1mg/kg/d fordw  patients p= 057 concems
tapered © 5-7.5 mg/d _
Li et al'* 60(1:1:1) Chinese  TAC 0.08-0.1 mg/kg/d MMF 750-1000 mg  MP: no MR CR,PR CR:45%vs45%  High
(trough blood level of bid + P vs CY P: 0.8-1.0 ma/ka/d for (24 w) vs 30%, p= 0.65
6-8 ng/mL) + P 500-750 mg/m? 2 w tapered to 10 mg/ PR: 30% in each
monthly+P group, p=ns
Sahay etal'™® 144 (1:1:1) Indian MMF 1200 mg/m?+ P CY 500 mg/m? MP: 500 mg/m® for 3d Al AR (24 w) AR: 750% vs High
moanthly (MIH) vs CY P: 1mg/kg/dtaperedto patients 71.4% (NIH) vs EUI"O'U us
6x500 mg fortnightly 10 rngﬁd (6 ma/ 65% (EuroLupus), P
(ELNT) kg/d) p=09

Yoeon: MMF = CYC

Icodvvapia Eurolupus kat e aciatikovg TAnbucuone

Meydreg 000€1g KOpTILOVNG

Kostopoulou M, Fanouriakis A, et al. RMD Open. 2020;6(2).



MMF vs CYC in Safety

* Meta-avaivon 725 acBeveic (7 perétec)

MMF=CYC + Infections: RR0.72 (9 studies, best 1)

MMFE<CYC ¥ Leucopenia: RR 0.47* (6 studies, best 1)

MME<CYC « Ovarian failure/amenorrhea: RR 0.14* (3 studies, best 1)
MMF>CYC + Diarrhea and Gl symptoms: RR 2.54% (3 studies, best 1)

Long term follow up?

Prognostic study using the ALMS data

Population: maintenance population (n=227)

TF
Induction treatment IVC vs MMF 05(02t01.0) 0.0500 C.YC S helil P el
e failure: RR 0.5
Antimalarial treatment No treatment vs treatment 24(11to5.1) 0.0209
UP/C reduction by week 8 No 25% reduction vs 25% reduction 2.1(1.0to4.2) 0.0471
Anti-dsDNA reduction by week 8 No reduction vs reduction 35(14t092) 0.0097
Anti-dsDNA at end of induction  Positive (30) vs negative (<30) 83(1.0to66.0) 0.0464

Dall'Era M, Levesque V, et al Lupus Sci Med. 2015;2(1):e000089.
Liu LL, Jiang Y, et al. Drugs. 2012;72(11):1521-33.



EUROPEAN LEAGUE AGAINST RHEUMATISM

Lera eular

LEADING EUROPEAN NEPHROLOGY

Initial treatment

4.3 For patients with class lll or IV (V) LN, MMF(target dose: 2 to 3 g/day, or MPA at equivalent dose)
or low-dose intravenous CY (500 mg every 2 weeks for a total of 6 doses)

in combination with glucocorticoids, are recommended as they have the best efficacy/toxicity ratio.

4.7 In pure class V nephritis, MMF (target dose 2 to 3 g/day; or MPA at equivalent dose),

in combination with pulse intravenous methylprednisolone (total dose 500—2500 mg, depending on disease

severity) followed by oral prednisone (20 mg/day, tapered to <5 mg/day by 3 months)

is recommended as initial treatment due to best efficacy/toxicity ratio.

1a/A

1a/A

2a/B

2b/C
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Epotiuota Tpoc axavinon

* MnopoOue va yopnyNGOvUE UIKPOTEPT) 000N KOPTILOVNG;



Muwpotepeg 006€1G KOPTILOVG;

PAPER

Efficacy and safety of enteric-coated mycophenolate sodium in
combination with two glucocorticoid regimens for the treatment
of active lupus nephritis

M Zeher', A Doria®, J Lan®, G Aroca®, D Jayne”, 1 Boletis®, F Hiepe'. H Prestele®, P Bernhardt® and Z Amoura”
"Institute for Internal Medicine, Debrecen. Hungary; *Division of Rheumatology, Department of Clinical and Experimental Medicine, University
of Padova, Padova, Italy; *Taichung Veterans General Hospital, Taichung, Taiwan, Republic of China; *Clinica de la Costa. Barranguilla,
Colombia; *Addenbrooke’s Hospital, Cambridge, UK ; ®*Laiko Hospital, Athens. Greece; "Charité University Medicine, Berlin, Germany;
"Novartis Pharma AG, Basel, Switzerland; and “Pitie-Salpetriere Hospital, French National Reference Centre for SLE, Paris, France

EC-MPS + PDN =1mg/kg vs EC-MPS + PDN =0.5mg/kg

Complete response in standard regimen: 19.0%
Complete response in reduced regimen: 20.5% p=0.09

Zeher M, Doria A, et al. Lupus. 2011;20(14):1484-93.



MikpotepeC 00GE1G KOPTILOVNG;

Table 3 Dasing regimens of glucocorticoids in major LN RCT from 2012 to 2018

PO prednisone starting
Reference Iv-MP dose Tapering scheme
Rovin, 2019 No 20-25 mg/day for 2 weeks To 2.5 mg/day at week 16

(voclospaorin)®®
Rathi, 2016 (MMF vs 3x750mg 1 mg/kg/day for B weeks  Not specified
low-dose CY)'®

Mu-h,gm 5 (MMF vs No 0.6 mg/kg/day for 6 weeks By 5 mg/day every week to <10 mg/day, then indefinitely
TAC)

Liu, 2014 (multitarget 3 x500mg 0.6 mg'kg/day for 4 weeks By 5 mg/day every 2 weeks to 20 mg/day, then by 2.5 mg/
vs CY)'"® day every 2 weeks to 10 mg/day

Furie 2014 Mo 30-60 mg/day To 10 mg/day by week 12 recommended

(abatacept)™

Askanase, 2014 Optional 60 mg/day for 2 weeks To 10 mg/day by week 10

(abatacept)®®

Rovin, 2012 (RTX)'® 3 x 1000 mg 0.75 mg'kg/day (max. To 10 mg/day by week 16

60 mg) until day 16

Mikpotepn 00on koptilovng (<0.5 mg/kg/d) umopei va amoteAel emAoyn dedouévng g To&IKOTNTOG OId T
CUGCMPELTIKN Ko pakpoypovia EkBeomn oo GCS ko and v eumepia and TpOTOKOAAN LE UIKPOTEPES OOCELS
KopTiLOVNG .

Ot evdopAEPieg moelg umopet va fondncovv otov Eleyyo g vocov (750-1500mg KDIGO, 500-2500mg EULAR)

Kostopoulou M, Fanouriakis A, et al. RMD Open. 2020;6(2).
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EUROPEAN LEAGUE AGAINST RHEUMATISM

4.6 To reduce cumulative glucocorticoid dose, the use of intravenous pulses methylprednisolone (total dose 2b/C t
500—2500 mg, depending on disease severity) is recommended, followed by oral prednisone (0.3-0.5

mg/kg/day) for up to 4 weeks, tapered to £7.5 mg/day by 3 to 6 months.

10/12/2020
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* 'Exovpue evoALOKTIKA TPOTOKOAAQ;



AVOGTOAELS KAAGIVELPIVIG

Toxpoipove (TAC)

*  Meydroc apiOuoc peretmv pe CNI (TAC) eite og povobepamneio eite oe cuvovacud pe MMF (multitarget therapy)
» Short term follow-up

* Aocuotwkoi tAnfvopol

* TlopakoroOOnomn emnEdOV QOPUAKOL

* AvemBounteg evépyeieg (|€GFR, véptaon, SvcAimdaipio, XA)

CYC vs Multitarget in remmision

CYC vs TAC in remission

Risk Ratio Risk Ratio Risk Ratio Risk Ratio
Study or Subgroup  Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI Study or Subgroup  Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
Chenetal 2011 41.0% 1.36 [0.83, 2.22] I Bao et al 2008 24.1% 10.00[1.41, 70.99] -
g Ge SRuln; S Liu etal 2015 65.9% 1.80 [1.34, 2.42) L
LiLetal 2005 191% 1.86 [0.90, 3.85] -
Llxetal 212 15.8%: 1.3010.06,3.49] ' Total (95% CI) 100.0%  3.23[0.64, 16.45] il
YWang etal 2012 15.8% 1.83[0.84, 3.99] . +otal avents
Total (95% Cl) 100.0%  1.59[1.16, 2.19] e ?etf;ogeneityl:l T;uzfgff;ﬁhi;=-30.0106, df=1(P=0.08),*F=67% '0.005 0?1 ] 150
Total events estfor overall effect: Z=1.41 (P = 0.16) Favours IVCYC Favours TAC+MMF
Heterogeneity: Chi*= 0.77, di= 4 (P = 0.94); F= 0% 0*2 0*5 ] 5 %
Test for overall effect. Z= 2.87 (P = 0.004) ' Favouré IVCYC Favours TAC

TAC+MMF

TAC Hannah J, Casian A, et alAutoimmun Rev. 2016;15(1):93-101.
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Aurora : Voclosporin + MMF + steroids
VS
MMF + steroids

Yoeon AEs Oadvatol

Z 1:1

|

= Voclosporin 23.7mg BID 408% 208%  0.6%
E;s” MMF 2g+PDN 20mg week 1

I~

3 N ~_/ OR 265

Y p<0.001

52 weeks

Arriens C, Polyakova S, et al. OP0277 Annals of the Rheumatic Diseases. 2020;79(Suppl 1):172-173.



B1oAoyuKol mapayovTeg

e Rituximab  Belimumab

LUNAR:

RCT n=144 e Agdopéva amd HEAETEC 0 EEMVEPPIKO ADKO

RTX vs placebo +MMF pe ypiyopn peimon PDN * Avtmpoteivovpikn dpdaon oty vroopdoo pe LN
f/lu 52w

Yno0eon: viepoyn RTX +MMF p=ns

Avocoloyikn Dpeon *** Anuocicvon g BLISS — LN petayevéotepa,

RIRUXILUP:

RTX + MMF yopic PDN

f/lu 52w

[TANpNnc Vpeon : 52% Mepikn veeon: 34%

' 1 ' Dooley MA, Houssiau F, et al. Lupus. 2013;22(1):63-72.
EVGELEH oc avbe KTLKN VOOO Condon MB, Ashby D, et al. Ann Rheum Dis. 2013;72(8):1280-6.
Rovin BH, Furie R, et al. Arthritis Rheum. 2012;64(4):1215-26.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Two-Year, Randomized, Controlled Trial

of Belimumab in Lupus Nephritis

PDN<10mg otovc 6unvec
A

1:1
TLYOLOTTOINGN VAL PUAT Ko
Oepaneio Evapéng

MMF + PDN
CYC + PDN

224

224

Placebo + soc

PERR 104w:

1) UPCr <0.7

2) eGFR >60ml/min or <20%
drop in eGFR from baseline
values

CRR (Secondary outcome)

—

104 weeks

Furie R, Rovin BH, et al. New England Journal of Medicine. 2020;383(12):1117-1128.



A PERR over Time

Patients with a Response (%)

100+ .
Belimumab 43%
90+
% Placebo 32%
70 OR 1.6; p=0.03
60+ Belimumab (N=223)
504
40
304
20 Placebo (N=223)
104
G L | L | L] | L] | I 1 T 1 I | I | L | L | 1 | T | T 1
0 & 16 24 32 40 43 56 64 72 B0 88 96 104
Week
A
= 1.04
[}
A 0.9
£ 039 Hazard ratio, 0.51 (95% Cl, 0.34-0.77)
g o074 P=0.001
Ll
8 064
s
2 05
©
g 047 Placebo (N=223
w034
[=]
£ 02-
-
5 017 Belimumab (N=223)
& 0.0 T T T T T T T T T T T T T
0 8 16 24 32 40 48 56 64 72 80 88 96 104
Weeks
No. at Risk
Placebo 203 185 175 154 147 137 129 126 120 116 112 110 78
Belimumab 209 192 186 167 162 159 157 151 142 139 133 130 102

C CRR over Time Belimumab 30%
100-
o0 Placebo 20%
% 20- OR 1.7; p=0.02
£ 704
2
2 60
=3
© 504
= Belimumab (N=223)
£ 401
s
@ 304
=
2 204
[+ ]
& 104 Placebo (N=223)
0|||]r]r|||||1r1|||||r'|r|||
0 8 16 24 32 40 48 56 64 72 80 88 96 104

Week
AntwAela tn¢ Stadpopadc otnv utoopdda twv a.oBevwyv ou EAaBav CYC

Subgroup:
MMF + BLM vs MMF + placebo: OR 1.6; 95% CI, 1.0to 2.5

CYC+ BLM vs CYC + placebo: OR 1.5; 95% CI, 0.7 to 3.5

Furie R, Rovin BH, et al. New England Journal of Medicine. 2020;383(12):1117-1128.



BLISS-LN kot 1 6€om Ttov Belimumab otnv LN

, ) Y C over Time
E&nynon ywo pikpd mocootd Hpeong kot ota dvo arms (20-30%) & ot

90~
80
70-
60-
50~
40
30-
20
10-
Steroid sparing? 5 16 24 3 40 48 55 6 72 80 88 9 104
Week

Belimumab ce pétpio veppixn npocBoin;

Belimumab (N=223)

PoLog 6e votpomidlovoq;

Patients with a Response (%)

Placebo (N=223)

Moébvo oe cuvovacuod e MMEF?

Furie R, Rovin BH, et al. New England Journal of Medicine. 2020;383(12):1117-1128.



Ev avauovn

Drug Name MOA Phase Sponsor
Voclosporin Calcineunn inhibitor 3 AURA-LV; Aurinia Pharmaceuticals
Obinituzumab Moneoclonal anti-CD20 3 Nobility; Roche
Anifrolumab IFMN-a receptor blocker 2 TULIP-LN; AstraZeneca
v/ Belimumab Anti-BAFF 3 BLISS-LN; Glaxosmithkline
Belimumab plus ntuximab B-Cell depletion + BAFF suppression 2 ITN-CALIBRATE; Immune Tolerance Metwork
CFZ533X2202 Anti-CD40-CD40L 2 Movartis
BMS-0861656 Tyrosine kinase 2 inhibitor, blocks IL-12/23, 2 Faisley-LN; Bristol-Squibb Myers
interferon
KZR-616 Tarfl&d inhibition of immunoproteosome 2 Kezar Pharmaceuticals

Abbreviations: BAFF, B-cell activating factor, IFN-a, itederon a; IL-12, intedeukin 12; MOA, mechanism of acbon.

Parikh SV, Almaani S, et al. Am J Kidney Dis. 2020;76(2):265-281.
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Evolloktikég Oepameieg

4.4 Combination of MMF (target dose: 1 to 2 g/day, or MPA at equivalent dose) with a CNI (especially TAC) is an

alternative, particularly in patients with nephrotic-range proteinuria.

4.8 Alternative options for class V nephritis include intravenous CY,

or CNIs (especially TAC) in monotherapy

or in combination with MMF/MPA, particularly in patients with nephrotic-range proteinuria.

5.6 Belimumab may be considered as add-on treatment, to facilitate glucocorticoid sparing, control extra-renal

lupus activity and decrease the risk for extra-renal flares.



IIpwtoxoAirla cvvtnpnonc (111,1V,V)

AZA (15-2.5mglkg) 1A

n Kot PDN (<10omgld <7.5mg/d)

Table 4 Randomised trials of subsequent (‘maintenance’) therapy in lupus nephritis

1A Prednisone
s ) Reference n Intervention Comparator dose Endpoint Results
= |IMMF (1-2 g/d) o v A
- Chen 70 TAC+P AZA +P 10 mg/d 24 w Relapse: AZA vs TAC OR 1.06,

|- Evalloktika : CNI e V (2B) o a7 (1) relapse 0 =049

TAC vs MMF

Yapetal'” 16 TAC+P MMF + P 5-7.5 mg/d 106 w, Similar levels between arms,
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4.10 If improvement after initial treatment is achieved, subsequent immunosuppression is recommended with 1a/A

either MMF/MPA (dose: 1 to 2 g/day)—especially if it was used as initial treatment—

or AZA (2 mg/kg/day)—rpreferred if pregnancy is contemplated—in combination with low-dose prednisone (2.5— 1a/A

5 mg/day) when needed to control disease activity.

412 Continuation, switching to or addition of CNIs (especially TAC) can be considered in pure class 2b/B
V nephritis at the lowest effective dose and after considering nephrotoxicity risks. f
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4 11 Gradual withdrawal of treatment (glucocorticoids first, then immunosuppressive drugs) can be 2b/C .
attempted after at least 3 to 5 years therapy in complete clinical response HCQ should be

continued long-term.

IIpocOeTo kprmpro

* AocOeveic pe pepikn veeon;
*  Enavoinmtikn Broyio mptv ) owokonn IS;

* AocOeveic pe KaKOVC TPOYVOOTIKOVS TOUPEYOVTEC;
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4.14 For active non-responding/refractory disease, treatment may be switched to one of the 2b/B—C

alternative initial therapies menticned above,

or RTX (1000 mg on days 0 and 14) may be given. 2b/C
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2LUUTANPOUATIKEC Oepameiec

4 9 HCQ should be coadministered, 2a/B .
at a dose not to exceed 5 mg/ke/day and adjusted for the GFR. 3b/C
5.1 Angiotensin-converting enzyme inhibitors or angiotensin receptor blockers are recommended 5/D

for all patients with UPCR =500 mg/g or artenal hypertension.

5.2 Statins are recommended on the basis of ipid levels and estimated 10-year cardiovascular 5/D

disease risk using the Systematic Coronary Risk Evaluation or other validated tools.

5.3 Bone protection (calcium/vitamin D supplementation and/or antiresorptive agents) and 5/D

immunizations with non-live vaccines may reduce treatment-related and disease-related
comorbidities and are recommended.
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MMF kon CYC: 16000vaua g ETaymyn VOECTC

GCs: Avantoén Oepomeimv pe pikpotTepeg 000e1g koptiLovne. Pulses ko steroid sparing agents
Bonbntikd

CNI: O¢gpameia 2" ypauung eite cav povobepomeio eite cav multitarget sdikd oe acOeveic pe
LEYAAT AEVK®UOTOVPLO KO KAAY VEQPIKN AELTOVPYid

Buohoywkoi: AvOektikr vocog (RTX). Inuavtikn 0éon otn npoomddeia peimwong koptiléovng
(steroid sparing). ITiBavn peAhovtikn 0éomn oe pétpia (?) veppikn TpocBoAn
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3° 2XOAEIO 2YZTHMATIKOY
EPYOHMATQAH AYKOY (ZEA)

(THE ATHENS LUPUS FORUM AND THE 3™ LUPUS SCHOOL)
Ainpepida pe Jwvrtavr) diadiKTuakr) HeTadoon

Me Aigbvry Zuppetoxn kai Eidikr) Zuvedpia
Mpwrotutiwy Epeuvnrikwy Epyaciwv
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CVAAMAETEV YA
2ZYMMETEXDYN

« A'Mavemotniaxr MaBoloyikr) KAvikr) - Movada Peupatoloyiag/KAvikrig
Avooohoyiag, Mavemomuaxo MEviké NOOOKOUEID «ATTIKOV»

« Khvikr) Peupatohoyiac-Khivikrig Avoooloyiag, latpixry Zyohr Mavemotnpiou Kprimg
+ Peupatoloyixr) Khvikry, AokAnmeiou BoUuhag

« Movada Peupatoloyiag, M'N Acukwoiag larpixn Zyohn Mavemotnuiov Konpou

« Mavemompaxn Khvikry Neppoloyiag kat Metapdoyeuong Ne@pol MNA «Adikovs

« Neppoloyikn Khivikry, Fevikd Noooxopeio Aepecod

Evyoapiot® moin!



