eapwéq nuégfq
PesvpatoAoyiac
s 13-15 Matos €Y.

2UVOUAOTIKEC BepameuTIKEG MAapPEUPACELC 0 aoOeVEiC HE
cofapd CUCTNUOATIKA PEVHOTIKA VOO LLOLTOL: TTOLEC KOLL
ylot Tolou¢ aoOeVEic;
(m.x. CYC kat RTX o ANCA-ayyetitibec, MMF kot
nintedanib og okAnpodepua, CYC/MMF kot Belimumab
oc SEN)

Xdapn¢ Namayopog
Enikoupoc KadOnyntng PeupatoAoyiog
TuApa latpikinc ANO

O MANEMIZTHMIAKO TENIKO
oo NOXZOKOMEIO EBPOY
o ®OPEAT AAEZANAPOYMOAHZ

Mopog, 14 Maiiou 2022




ARAwon cupdepoOvVTWY

Aev UTTAPXEL KATIOLOL GUYKPOUGH CUUPEPOVTWV YLOL AUTAV TV OULAL

EKMaLO EUTLKEC-EPEVVNTLKEC-CUMPBOUAEUTIKEG ETILYOPNYNROELG TNV TEAeuTala SLetia:

* Abbvie, Genesis, Lilly, GSK, Pfizer, FARAN, DEMO, ELPEN, Janssen, UCB, Boehringer-Ingelheim



Meplotatiko 1

Avbpac 40 etwv, Asuko AA

Elcaywyn Aoyw mopaywytkol Brxo LE aLLOTTUGCH
Qo pNvog, apBpalyisg amnod ~7 HAVEG

CT Bwpakoc: apdoteponAsvpa dinORpota O0ARG
vaAou

Bpoyxookomnon: vekpwTtikn BAABn otopiou ap.
Bpoyxou—>Bx: vekpwTlKN ayyelitida pe
KOKKLWMLOTOL KAl TTOAUTIUP VA ylyovtoKuttopa
[ev. oUpwvV: E 30-40, «evepyo lnpay, AeUKwUOL
oUpwv 2wpov 1725mg, sCreat 1,3mg/dL
Anti-PR3: 244U/ml (TA<12)

EGPA

1grCYCiv
Qoelg SM 1grx3 nuépec— PRZ 60mg/D
Y€ 14 nuépec sCreat4,9mg/dL, GFR 20ml/min

MNepaltEPw AVILUETWTILON;



Recommendation

EULAR/ERA-EDTA recommendations for the
management of ANCA-associated vasculitis

3. For remission-induction of new-onset organ-threatening or life-threatening A&V we recommend treatment with a
combination of glucocorticoids and either cyclophosphamide OR rituximab.

5. For a major relapse of organ-threatening or life-threatening disease in AAV we recommend treatment as per new
disease with a combination of glucocorticoids and either cydophosphamide OR rituximab.

6. (i) Plasma exchange should be considered for patients with AAV and a serum creatine level of =500 pmollL
(5.7 mg/dL) due to rapidly progressive glomerulonephritis in the setting of new or relapsing disease.

6. (ii) Plasma exchange can also be considered for the treatment of severe diffuse alveolar haemorrhage.

9. For patients with AAV refractory to remission-induction therapy we recommend switching from cyclophosphamide
to rituximab or from rituximab to cyclophosphamide. These patients should be managed in close conjunction

with, or referred to, an expert centre for further evaluation and potential enrolment in clinical trials.

Ann Rheum Dis. 2016 Sep;75(9):1583-94



Ms)\étsq cuvﬁuaouoﬁ CYC & RTX

RITUXVAS,

20101 44

Mansfield,

20112 23

Cortazar,

20183 125
McAdoo,

20194 66

Gulati, 2021> 64

Tuxatlomotn-
LEVI, OVOLKTH

MpoOomTIKNA
HEAETN
KOOPTNG

AvodpouiKkn

MeA£€tn
KOOPTNG

Avodpouikn

Néa Slayvwon AAV

Nedpiki mpoofoAn (Boia n
HULKPOOKOTILKNA aLpotoupia)
*Nedptkn AAV, sCreat <5,7mg/dL,

XwpLc mveu . atpoppaylia,
npooBoAn KNZ  PLEX

AAV, BVAS-WG=3

Nedpikny AAV, sCreat
<5,7mg/dL, xwpic DAH R

npooPBoAn KNZ i avaykn yla

PLEX

AmelAntikn yla T wn AAV

(DAH f RPGN)

RTX+ivCYC+GC

* iVCYC+GC—>AZA+GC

e RTX+ivCYC+GC (fast

taper)

RTX+poCYC+GC (fast
taper)

31% PLEX ywa RPGN
DAH

RTX+ivCYC+GC (fast
taper)

RTX+ivCYC+GC (fast
taper)+PLEX

* Mapopola
QTOTEAECUATLKOTNTA
& aodpalela

100% KkAwvikn Udeon
EVTOC 6W

MARpng udeon: 84%
OTOUG 5 pnveg

4 Bavarol

YoBapec AolpwéeLc oe
oxéon pe PLEX,
TnAwia, DAH

94% BVAS= 0 w¢to
unva 6

5etn¢ emBiwon
acBevoug: 84%
5etn¢ vedppou: 95%

94% BVAS= 0 w¢to
niva 6

1.JonesRBet al. N EnglJ Med. 2010;363:211-20; 2. Mansfield N et al. Nephrol Dial Transplant. 2011,26: 3280-3286; 3. Cortazar FB et al. Kidney
Int Rep. 2018;3(2):394-402; 4. McAdoo SP et al. Nephrol Dial Transplant. 2019;34(1):63-73; 5. GulatiK et al. Kidney Int. 2021;100: 1316-1324



Control
Regimen

MP CYC

RTX
Regimen

All
Patients

RITUXVAS

HHH

MPRTX CYC

)

|
0

Alapeon HAkia
GPA/MPA/Renal Vasc (%)
GFR ml/min/1,73m?
AlpokaBapon

PLEX

|
3

RTXeCYC (-33) |_CYC (-1

l
6

68
55/36/9
20
24%
24%

|
9

|
12

67
36/36/27
12
9%
27%

A Remission

Cumulative Incidence of Remission (%)

No. at Risk

Control

B First Severe Adverse Event

Cumulative Proportion with
Severe Adverse Event (%)

No. at Risk
Control
Rituximab

100+

754

504

254

0

J
Rituximab group

Control group

0

11

100+

|
w
1

50

25+

T
2

n

T T T T 1
4 6 g 10 12

Months after Randomization

1 n n n n

Rituximab group

Control group

* Ko otig 2 opadeg

11
33

L YoBapec Aotpweelc: 18%
* Oavatog: 18%

T T T T
4 6 8 10

Months after Randomization

Jones RB et al. N Engl J Med. 2010,363:211-20



Rituximab !l | l

CYC

Prednisone Taper

|

| | | |
| | | | | | >
0 2 4 6 10 12
Months
\ )\ J
f |
IOR MOR

Awdpeon HAwkia
Anti-PR-3/MPO (N)

RPGN
DAH
PLEX

64,9
39/90
58,1%

16%

31%

Cortazar 2018

b 100 L
. 80-
e MPO, No PLEX
& 60- — MPO, PLEX
@ — PR3, No PLEX
E 404 — PR3, PLEX
[V
207 P=0.45
u 1 1 1 1 1
0 3 6 ] 12 15
Months
Number at risk
MPO, No PLEX 62 55 5 2 1 1
MPO, PLEX 28 26 1 1 0 0
PR3, No PLEX 27 25 3 2 1 0
PR3, PLEX 12 9 2 1 0 0

Table 3. Renal outcomes for patients with RPGN

Overall, MPO-ANCA, PR3 ANCA,
Variable n=175 n=>55 n= 20 P
PLEX 39 (62.0) 27 (49.1) 12 (60 044

Baseline eGFR 188 (10.7-28.2) 18.8 (11.4-28.2) 18.4 (8.8-26.7) 054
6-month eGFR 289 (18.3-45.7) 25.9 (14.3-44.2) 37.6 (24.2-50.0) 0.18

Increase in aGFR 6.8 (0.0-18.1) 56 (-0.410 15.6) 16.1 (0.0-22.5) 0.028
at 6 months

Required dialysis 11 (14.8) 7(12.8) 4(200) 047
Dialysis dependent® 9 (12.0) 6(10.9) 3(150) 045

Cortazar FB et al. Kidney Int Rep. 2018,;3(2):394-402



AVETILOUUNTEC EVEPYELEC

Table 6. Risk factors fof serious infections

Variables Univariable IRR (95% CI) 3

* Oavartou: 4 (3,1%) Age, per 10y 170 (1.11-2.58) 0.01
— RTX+poCYC: 2 (2,2%) Male 0.67 (0.21-2.19) 0.51
MPO-ANCA 1.54 (0.42-5.58) 0.51

— RTX+poCYC+PLEX: 2 (5%) Initial BVAS-WE 1.08 (0.93-1.26) 0.32
RPGN 2.71 (0.74-9.86) 0.13
e O3 0avatol amnod Aopwén DAH 4.97 (1.67-14.79) 0.004
PLEX 2.00 (0.67-5.96) 0.21

H enintwon twv coBapwv Aotuwéewv o aodeveic rou dev EAaBav PLEX (0.017/unva) ntav napouota ue avth
otn pueAétn RAVE (0.012/unva)

Cortazar FB et al. Kidney Int Rep. 2018,;3(2):394-402



° 30=-
Mansfield 2011 (CycLowVas)
20+-
¥,
>
m 4p-
cyp cyp cyp cyp cyp crp
1omgikg 1omgkg 10mgkg 10mgikg 10mgkg 1omgfkg , : 0 T T
Prednisolone Up to 2ma/kg Time/ months
Reducing dose 1009
754 .
.E
E
&
Baseline RTX+CYC+GC (N=23) B
Awdpeon HAwkia 59
0 L T T L L) L) L] L]
0 1 3 6 12 18 24 36
GPA/MPA (N) 13/10 e Imonths
GFR ml/mln/l 73m2 24 Table 2. Adverse events
I
ALpo kdBa pon 0 Adverse event Number affected/time from induction
PLEX 0 Major adverse events Multi-organ failure | Patient (2 weeks)
Hypersensitivity to azathioprine | Patient (3 months)
Cutaneous squamoproilferative lesion | Patient (21 months)

Mansfield N et al. Nephrol Dial Transplant. 2011,;26: 3280-3286



McAdoo 2019 (CycLowVas)

Table 1. Treatment protocol

40,

Cytotoxic therapy
Day 0 Rituximab lg
Cydophosphamide i.v. 10 mg/kg (maximum 750 mg) 304
Week 2 Rituximab lg
Cydophosphamide i.v. 10 mg/kg (max. 750 mg) 0
Weeks 4, 6, 8 and 10 Cydophosphamide iv. 500 mg x 4 <
Corticosteroid taper - 20+
Week 1 Oral prednisolone 1 mg/kg/day (maximum 60 mg) (1]
Week 12 Minimum 12.5 mg 10
Maintenance therapy ) ——
From Week 12 Azathioprine 1-2 mg/kg/day (adjusted for TPMT levels)
Mycophenolate mofetil (if intolerant) 1-2 g/day (targeted to trough levels of 1.2-2.4 mg/L) 0
No pulse MP o
D
= 500+ P
. E —
Baseline RTX+CYC+GC (N=66) E 400
’ 1 ]
= .
Alapeon HAkia 62 £ 300
. ™
Anti-PR-3/MPO(%) 50/50 g 200f
: E 100+
GFR ml/min/1,73m? 25 E - g ==
' 0 T T T
AwpokaBapon 0 o & o

PLEX 0

McAdoo SP et al. Nephrol Dial Transplant. 2019;34(1):63-73
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eGFR (ml/min)

MakpoxpOVLeC EKBAOCELC

B
100y =
o T T ] I TT :
§0- | | ::
40+ , 5

| IT1
b 1 J g
T a

Time (years)

50 4
0 Ll L) L)
0 20 40 60
66 58 a1 30
66 §7 a0 30

Time (months)

McAdoo SP et al. Nephrol Dial Transplant. 2019;34(1):63-73

ESRD-Free
=i~ QOverall Survival



Cum Survival

SOykplon CycLowVas pe CYCAZAREM/CYCLOPS/MEPEX

Mortality

0
I TEUVAS
-t VCyclowVas
0.8+

T
2000 3000
Time (days)

HR 0.29 (95% Cl 0.125-0.675),
p=0.004

Cum Survival

B ESRD C Relapse
B S e — Rt | oewas
|
0.6 E 0.6+ ‘_i
elii] nm::l;:avﬂ 3000 4000 1000 nm;')!();ays) 3000 4000
HR 0.20 (95% Cl 0.06-0.65), HR 0.49 (95% Cl 0.25-0.97),
p=0.007 p=0.04

McAdoo SP et al. Nephrol Dial Transplant. 2019;34(1):63-73



Table 1| Treatment protocol

Gulati 2021

Variable

Agent

Dose

Plasma exchange

Commencing day 0 or 36 h after cytotoxic therapy
Cytotoxic

Day 0

Day 7

Week 2

Weeks 4, 6, 8, and 10
Glucocorticoid taper
Week 1

Week 12

Maintenance
From week 12

66 " G — | ]

Aildpeon HAwkia
Anti-PR-3/MPO (%)
GFR ml/min
AlpokaBapon

DAH

Against 4.5% or 5% HAS (or FFP if risk of bleeding)

L.v. cyclophosphamide
Lv. rituximab®
Lv. cycdophosphamide
Lv. rituximab
Lv. cycdophosphamide

Oral prednisolone

Azathioprine
MMF

48/52

47%
52%

Daily exchange x7; 60 ml/kg (max, 4 L)
a eGFR

10 mg/kg (max, 750 mg)

1

1ﬂgmg/kg (max, 750 mg) 1 DD ]
1

50% mg

80

1 mg/kg per day (max, 60 ma/d)®
12.5 mg/d

60 -

2 mg/kg per day
0.5-1 g daily if intolerant

40 -

eGFR, ml/min

20

0 1 3 6
Time from presentation, mo

JTOUC aoBevelg TTOU XpELAOTNKAV aLpoKkABapon, N vedpLkn
Aettoupyla emaviABe oto 67%, amno toug omoioug oto 80%
EVTOC TOU 1°¥ pRva

Gulati K et al. Kidney Int. 2021;100: 1316—-1324



eGFR, ml/min

100

80—

60

40

20

.........

eGFR during follow-up

Time from presentation, mo

MoakpoxpOVLIEC EKBAOCELC

ESKD-free survival e Time to first infection
100 100
o
se 754 ° 75—
- 5
2 g 0.28/py
“ 50 < 50 >
£ £
o )
o > 0.13
& e g . /py
0 T | | 0 T T 1
0 12 24 36 0 12 24 36
Time, mo Time, mo
All patients —— RRT at presentation — No RRT at presentauon
* 3etig emPBiwon acBevoug: 85% Noapayovteg KvdUvVou Aoipwéng:

* MeyaAUtepn nAkia
* MNpolnapxovoa nveupovonadsia

Gulati K et al. Kidney Int. 2021;100: 1316—1324



2UYKPLON LE QVTILOTOLXLOUEVOUC acBeveic amo wotoplkn kooptn nov €Aafe CYC+PLEX

f ESKD-free survival
100-
- =y p=0,03
EE o H—I—
E-‘: _‘_I_‘—I_'—l_‘
o 50 -
T
@
-]
w 25
0 T T I
0 12 24 36
Time
— Current cohort — Historic cohort

Gulati K et al. Kidney Int. 2021;100: 1316—-1324



Zupnepacpora: Zuvéuvaopoc RTX+CYC otic AAV

‘Eva mocooto aocBevwv pe AAV tapouotalovtol UE ameANTK vOoo yla to vedpo n tn (wn

YrapxeL avaykn taxeiog enitevénc Vdeonc Kat emavadopac tNS VEPPLKNGS AeLToupyLag

Ta tpotewvopeva oxnuota cuvduoaopol RTX+CYCEPLEX

Aev €xouv eheyxBel pe comparator to SOC

Qotooo, dalvetal otL €xouv Taxeia anotedeopatikotnta, Wiwg otnv RPGN, xwpic Wblaitepn avénon
Twv Aolpwéewv & Bavatwv oe oxeon pe 1o SOC (mpocoyx o€ MVEULLOVLKH VOOO)
Ta oxApata ¢aivetal 0tL otoxevouv otn peiwon twv GC pe tnv npoodnkn CYC og XaUNAOTEPEC ATIO TLC
TUTILKEC SoooAoYieC
YriapxeL AoyLKA:

* Aueon kataotoAn twv Aowmwy effectors, m.x. ovdetepodpilwyv, LOVOKUTTAP WV, TAACUATOKUTTAPWV

* EvaloBntomnoinon twv B-kuttdpwv otnv CYC amno to RTX (mapatetapevn kataotoAn Twv ANCA-kKAwvVwV Kot
udeon;)



2UVOUOLOTLKEC Depameiec o SSc



Do pUAKEVUTIKA aywyr)

Oeparneieg

rovoka 43 exiy nepiosos
ZoBapn dUuconvola otV EAAXLOTN KOTTWON, 7/2015-5/2016 MME
XPOVLo6 ENpog Brixag 5/2016-12/2017 AZA
AA: ZuoTtnpatiko okAnpodepua xwpic 6/2018-12/2019 MME
okAnpodeppa- dtayvwon 2015

NPOOEPUQ-OLayvWOn 1/2020-12/2020 12 woewg CYC iv

— Juprmtwpoata: ¢. Raynaud amnd 2010, diapeon
MVEUHOVLKA vOGOG 3/2021-cAuepa MMF 2gr/D

Kamviopo: mote 2015-onipuepa PRZ tb 5mg/D



A/a Bwpakoc N\ELTOUPYIKEC SOKLUOLOLEC

* FVC:57,5%
* FEV1:58,4%
* MMEF 75/25: 54,1%

* DLCO: 38,04%




Ao GO

2018

2021

CTDIvol:10.439
Slice Loc.:-121.8mm




Mveuvpovikn mpooBoAn oto SSc (EUSTAR)

CLINICAL SCIENCE

Progressive interstitial lung disease in patients with
systemic sclerosis-associated interstitial lung disease

in the EUSTAR database

First FVC Last FVC

NS 40,5% 32.2% 35 3% measurement measurement
N=535
ILD (HRCT) 64,1% 43,5% 51,9% 129 (24%)
NeploprLotikn 206 (39%)
vococ (PFTs) 45,9% 23,3% 32% 76 (14%)
49 (9%)

[ FVCimprovement Moderate decline (=) Major decline
Stable FVC ) Significant decline

Meier FMP et al. Ann Rheum Dis. 2012 Aug;71(8):1355-60 Hoffmann-Vold Am et al. Ann Rheum Dis. 2021 Feb;80(2):219-227



H duapeon vooocg anoteAei kKopudaia attia Bavatou oto SSc

Frequency (%)
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40
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20—
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|
.
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P<0.001
Pulmonary fibrosis

BlsrC
P I PAH
B Gl related

I Pulmonary fibrosis
[ Heart related

I Multiorgan

Steen VD, Medsger TA. Ann Rheum Dis 2007;86:940—-4



IT.'IE NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nintedanib for Systemic Sclerosis—
Associated Interstitial Lung Disease

Nintedanib 150 mg bid (n=288)

AocOeveig pe SSc ko ILD

(10% touv nvebpova otn 1:1
HRCT) Screening Follow-up
Vst 1 2345 6 7 8 9 10 » i
........ I - | | | | | | ...
I 1T 1T 1 | | | | | | |
Week 0 246 12 24 36 68 84 100 104
=AFVC

Distler O et al. N Engl ] Med 2019;380:2518-28



Baseline Characteristics

Table 1. Baseline Characteristics of the Patients.*

Characteristic

Female sex — no. (%)

Age —yr

Diffuse cutaneous systemic sclerosis — no. (%)

Extent of fibrosis of the lungs on high-resolution CT — %
FVC — ml

FVC — % of predicted value

DLco — % of predicted valuey

Antitopoisomerase antibody positive — no. (%6)1
Receiving mycophenolate — no. (%)

Receiving methotrexate — no. (%)

Nintedanib
(N=288)

221 (76.7)
54.6+11.8
153 (53.1)

36.8+21.8
2459+736
72.4:16.8
52.9+15.1
173/ (60.1)
139 (48.3)
23 (8.0)

Distler O et al. N Engl ] Med 2019;380:2518-28

Placebo
(N=288)

212 (73.6)
53.4+12.6
146 (50.7)

35.2+20.7
2541:816
72.7:16.6
53.2+15.1
177 (61.5)
140 (48.6)
15 (5.2)



Adjusted Annual Rate of Change in FVC (ml/yr)

Difference, 41.0 ml/yr (95% Cl, 2.9 to 79.0)

O

—204

_4D4

—604

—20-

:

|
=
[
=

Nintedanib

AnoteAeopatikotnta Nintedanib oto cuvoAiko mAnBuopuo

] 20+
=
@ I
Lo
E -20+ + MNintedanib
o
= | i
8T -40
=
- O 604 T
o 1 T
2= -801
3 T
_1004
;E Placebo
l
= -1204
[
[11]
E _14{} 1 1 1 1 1 1
0 2 4 & 24 36 52
Week
MNo. of Patients
Mintedanib 288 283 281 273 265 262 241
Placebo 288 283 281 280 280 268 257

N Engl J Med 2019,;380:2518-28



AnoteAeopatikotnta & AodpalAeila tou Nintedanib oto SSc pe R xwpic MMF

A 4

Patients taking mycophenolate at

Patients not taking mycophenolate

baseline at baseline

Nintedanib Placebo Nintedanib Placebo

(n=139) (n=140) (n=149) (n=148)
Sex

Female 102 (73%) 101 (72%) 119 (80%) 111 (75%)

Male 37 (27%) 39 (28%) 30 (20%) 37 (25%)
Age, years 52-6 (12-0) 51-5(11-9) 565 (11-3) 55-1(13-0)
Body-mass index, kg/m’ 26-9 (5-0) 262 (5-5) 25-1(4-5) 254 (4-8)
Race™

White 112 (81%) 108 (77%) 89 (60%) 78 (53%)

Asian 9 (6%) 19 (14%) 53 (36%) 62 (42%)
Diffuse cutaneous S5c 79(57%) 74 (53%) 74 (50%) 72 (49%)
Years since onset of first 3-4 (0-9-6-9) 35 (1.0-7-0) 34(037-1) 3-3(0-4-7-2)
non-Raynaud's symptom
Extent of fibrotic ILD on 37.9(22.4) 358 (20.9) 35.8(21.2) 34.7 (20.6)
high-resolution CT, %
vC

mL 2496 (724) 2581 (813) 2423 (748) 2503 (819)

% predicted 70-4 (15-6) 711(16-5) 74-2(177) 74-2(16-6)
Diffusing capacity of the 50-8(13-7) 52-6 (14-6) 54-8 (16-1) 53-8(155)
lung for carbon monoxide,

% predictedt

Anti-topoisomerase | 88 (63%) B4 (60%) 89 (60%) 80 (60%)
antibody positive

mR55 12:5(9-4) 11-3(83) 10-3(8-9) 10-5(9-2)

Highland KV et al. Lancet
Respir Med 2021,;9: 96—-106



MpwTtoyevEG KATAANKTLKO ONMUELO

Patients taking mycophenolate at baseline Patients not taking mycophenolate at baseline
Nintedanib Placebo Nintedanib Placebo
(n=138) (n=140) (n=149) (n=148)
=
£
3s T [
LS ? -40-2 J-
LI l
2 E 665 -63-9
7S _100-
- o '[
&
-1_;? ~120+
Ixetikn peiwon tn¢ anwAetag FVC l
-140+
40% 46% 1192
~160 , ,

Difference in treatment effect between patients who were taking and not taking mycophenolate use at baseline:
29-1 mL (95% Cl —46-8 to 105-0).

Highland KV et al. Lancet Respir Med 2021,9: 96—106



AntwAewa FVC w¢ tic 52 eBdopadeg

B0
40
204
0—
~70—

-100-
-120-
-140+
-160+
-180

Mean | SE) absolute change from
baseline in FVC {mL)
én
T

-200

-+ - No mycophenolate at baseline, randomised to nintedanib
—&— Mycophenolate at baseline, randomised to nintedanib

- #- No mycophenolate at baseline, randomised to placebo
—e— Mycophenolate at baseline, randomised to placebo

Number of participants analysad

Nintedanib group, mycophenolate at baseline
Nintedanib group, no mycophenolate at baseline
Placebo group, mycophenolate at baseline
Placebo group, no mycophenolate at baseline

A4 8 12 16 20 24 28 1
" Time (weeks)
138134131 135 129
145 147 142 143 136
136139 139 139 137
147 142 111 144 143

Highland KV et al. Lancet Respir Med 2021,9: 96—106

128
134
133
135

48

L2

116
125
1%
130



Katavopn acBevwv pe Baon tnv EkBacn ava Bepamevtikn opada

Patients taking mycophenolate at baseline Patients not taking mycophenolate at baseline

| [ Nintedanib '
Improvement | 3 Placebo
(increase =3-0% predicted) 207 | 95

=
£ 3
- = |
E _E" Stable (absolute
» & increase <3.3% predicted or
c T decrease <3-3% predicted)
- a 7
a
=5 i
L=
E = Waorsening
(decrease =3-3% predicted) A00 ' 473
| | | | | i T | T | | I
60 5o 40 30 20 10 0 10 20 30 40 50 60
Proportion of participants (%)

Highland KV et al. Lancet Respir Med 2021,9: 96—-106



AVETILOUUNTEG EVEPYELEC

¥ $3¥¥

¥ ¥

Patients taking Patients not taking
mycophenolate at baseline  mycophenolate at baseline
Nintedanib Placebo Nintedanib  Placebo
(n=139) (n=140) (n=149) (n=148)
Any adverse event™ 136 (98%) 135 (96%) 147 (99%) 141 (95%)
Most frequent adverse eventst
Diarrhoea 106 (76%) 48 (34%) 112 (75%) 43 (29%)
Nausea 43 (31%) 23 (16%) 48 (32%) 16 (11%)
Skin ulcer 22 (16%) 23 (16%) 31(21%) 27 (18%)
Vomiting 32 (23%) 17 (12%) 39 (26%) 13 (9%)
Cough 20 (14%) 33 (24%) 14(9%) 19 (13%)
Nasopharyngitis 10 (7%) 22 (16%) 26 (17%) 27 (18%)
Upper respiratory tract infection 19 (14%) 25 (18%) 14 (9%) 10 (7%)
Abdominal pain 14 (10%) 6 (4%) 19 (13%) 15 (10%)
Fatigue 19 (14%) 14 (10%) 12 (8%) 6 (4%)
Headache 16 (12%) 15 (11%) 11 (7%) 9 (6%)
Urinary tract infection 16 (12%) 11 (8%) 8(5%) 12 (8%)
Weight decreased 10 (7%) 4 (3%) 24 (16%) 8 (5%)
Decreased appetite 14 (10%) 10 (7%) 13 (9%) 2 (1%)
Severe adverse event 28 (20%) 18 (13%) 24 (16%) 18 (12%)
Serious adverse event 36 (26%) 22 (16%) 33 (22%) 40 (27%)
Fatal adverse event 3 (2%) 2 (1%) 2 (1%) 2 (1%)
Adverse event leading to treatment 15 (11%) g (6%) 31(21%) 16 (11%)

discontinuation

Highland KV et al. Lancet Respir Med 2021,9: 96—106



AnoteAeocpatikotnta o€ aacOeveic mov peiwoav N dtEkoPav to pappako

Mintedanib
Placeba Mimedanib Treatment Dese reduction and/er Dose
overall owerall reducucn interrupticn treabment Evbermuption intensity* =50%
(nm288) (A=2ET) (rm117) (rm09) (e 38) (Am105)
0
20
)

Adjusted mean (SE) annual rate
of decline in FWVC (mLfyear)
2

00 1

A0

“Drase inlen=ity was defined as tha amount of drug adminstarad diided by the amount of drug that would have bean recaivad if the 150 mg bid dose had bean adminstered over tha 5 2weak reaiment
periced, ar until parmanent treatmeant discontinuation

Seibold JR et al. Ann Rheum Dis 2020. doi:10.1136/annrheumdis-2020-217331



Zupnepaocpata: Zuvéuvacpuoc Nintedanib+MMF oto SSc

e Xta mAaiola RCT, o cuvbuaopog
MMF+Nintedanib €6eLte
— Odelog otnVv VeEULOVIKN TtPooBoAN
— [Mpodil aopdalelag cupPatod pe autod Tou
Nintedanib o dAAeg peléteg
e Aev undpyouv dedopéva yla to 0deAoC
ouvluaouoUl papuAKwVY EEapXNG A TNV
LEPAPXNON TWV TIPOWONUEVWY BEparmewlwy

nephapfavouévwy TCZ, RTX

Vonk MC et al, Autoimmun Rev. 2021 Dec;20(12):102978
Khanna D et al. Arthritis Rheumatol. 2022 Jan;74(1):13-27
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2uvduacopoc Belimumab kat CYC n MMF oto ZEA

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

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

Richard Furie, M.D., Brad H. Rovin, M.D., Frédéric Houssiau, M.D., Ph.D.,
Ana Malvar, M.D., Y.K. Onno Teng, M.D., Ph.D., Gabriel Contreras, M.D., M.P.H,,
Zahir Amoura, M.D., Xueqing Yu, M.D., Chi-Chiu Mok, M.D.,
Mittermayer B. Santiago, M.D., Amit Saxena, M.D., Yulia Green, M.D.,
Beulah Ji, M.D., Christi Kleoudis, M.P.H., Susan W. Burriss, M.S.,

Carly Barnett, M.P.H., and David A. Roth, M.D.

N Engl J Med 2020;383:1117-28



BLISS-LN Zxed1a0p0OC HEAETNG

Mepiodog epbddou?
ArmTAd TUQAR Bepartreia . Avolkm eTréKToon®
Huépa 0 EBSopada 24 EBSopada 52 EBSopada 104 ERSoudada 128
.......................................................................................................... N 1 1 1
Fa\ ra\
EVAALKEG pE b d b O O
evepyn !
vedpitida tou g
AUkou (Tagn £ IV Belimumab
ESA g 10mg/kg
opuyn Tagn VvV o) + ST
(ISN/RPS Tou S Placebo + STP
2003) =
N=448
MpwTteloV KATAANKTIKO:
- - i PERR 1
ZPATONOVION HEBAON || oy cemi peiwon Bao1k6 SEUTEPEUOV
N eEpe i OTTEPOEIdWV OF KOTAOANKTIKO: '
£pAdou/dIaTAPNONG Kal : <10ma/d . , i
™ QUAY =1omgiday PERR Baoikd SeutepeUoTa :
! KOTOTOANKTIKA: !

CRR, Xp6vog wg veppIko
oupBav f 8avaro, ORR

aStandard therapy= induction with HDCS+CYC followed by LDCS+AZA OR induction with HDCS+MMF followed by LDCS+MMF; "Patients who receive treatment with study agent through Week 100
and complete Week 104 assessments in the double-blind period may enter into a 6-month open-label extension; ¢Days 0, 14, 28, and then every 28 days thereafter through 100 weeks, with a final

evaluation for the double-blind treatment period at 104 weeks
AZA= azathioprine; CRR=complete renal response; CYC=cyclophosphamide; HDCS= high dose corticosteroids; LN=Iupus nephritis; LDCS=low dose corticosteroids; MMF=mycophenolate mofetil; ORR=ordinal renal response; PERR= primary efficacy renal

response; ST=standard therapy



2uvnOnc¢ Beparneia epadou kat dtatnpnone

| KukAopwoeapidn kal Afadeiotrpivn

Mycophenolate MofetilP

‘E@odog: ‘E@odog Kal cuvTiApnon:

— IV CYC 500mg kdaBe 2 eBOOPAdES (3 NUEPEG) yIa 6 eyXUOEIGE — MMF 1-3g/nuépa atrd 10 oTOMA

— EmrpémovTal TpOTTOTTOINCEIG VIa AOYOUG AVEKTIKOTNTOG — >3g/nuépa BewpriOnKe attoTuxia Bepartreiag

ZuvTthpnon: — Metd amo 6 prveg, n ddéon Tou MMF pttopouce va YelwBdsi ot

— "Evapén AZA trepitiou 2 £BBOPGdES YETA TNV TEAEUTaIA dOON IV 1g/nuepa n va ahAaxBei ae AZA (660N oTox0g 2mg/kg/nuepa) yia
CYC AOYOUG QVEKTIKOTNTOG

— Ao6on otdxo¢ 2mg/kg/dnuépa (xwpic va utrepPaivel Ta = IV MMF amayopeuTnke

200mg/nuépa) pEXPI TO TEAOG TNG MEAETNG

apatients in CYC group received concomitant BEL + CYC for at least 1 month; ®PMycophenolate sodium may be used instead at dose of 720mg/day to 2160mg/day

AZA= azathioprine; BEL=belimumab; CYC=cyclophosphamide; HDCS=high dose corticosteroids; IV=intravenous; MMF= mycophenolat e mofetil



Mpwtevov Kat Bacikd devutepelovVTa KATAANKTILKA CNUELQ

NMpwTtelov KATAOANKTIKO onueiol Baoika OeUTEPEUOVTA KATAANKTIKA ONHEIA

— CRR TnV £Bdopdada 104:

AvVTaTTOKPIOEVTEG:
PERR Tnv £BSopada 104: — eGFR oxt napamndavw amnod to 10% kdatw amo tnv Tun
npo £€aponc n 290mL/min/1.73m? KAl
— eGFR 260mL/min/1.73m? 1} éx1 TTapatrdvw atro To
20% kaTtw atd v TiuR Tpo £capon; KAI — UPCR <0.5 KAl
_ UuPCR <0.7 KAI — Xwplig Bepameutikn amotuyia (xwpic Oepamneia
dldowong)

—  Xwpic BepaTreutikiy atroTuxia (Xwpic Bepartreia

didowang) — PERR v eBéopada 52

Mn avTatroKpIfEVTEG: 600! BV TTANPOUV TA TIAPATIAVW — XpOvog wg T0 VEPPIKO cupfavan Bavaro

Kpitnpia — ORR (TTAipNG, MEPIKN, KAMia aVTATTOKPION) TV

eOopada 104

aRenal-related event is defined at any one of the following: end stage renal disease, doubling of serum creatinine, renal worsening from Baseline (increased proteinuria [reproducible increase
in UPCR to >1g if baseline value was <0.2g, to >2g if baseline value was 0.2-1g, or more than twice the baseline value if baseline value was >1g] and/or impaired renal function [reproducible

decrease in GFR of >20%, accompanied by proteinuria >1g and/or cellular RBC and/or WBC casts]), or renal disease related treatment failure?

CRR=completerenal response; e GFR=estimated glomerular filtration rate; ORR=ordinal renal response; PERR= primary efficacy renal response; uPCR=urine protein-creatinine ratio



XopOLKTNPLOTIKA 0l00EVWV KOTA TNV £Evtaén

Ewkoviko pappako + | Belimumab 10mg/kg + ST Zuvolo
ST (N=223) (N=223) (N=446)
®UAo, n (%)
Fuvaikeg 196 (87.9) 197 (88.3) 393 (88.1)
HAwia (€tn)
Méeaon tuur (SD) 33.1 (10.64) 33.7 (10.74) 33.4 (10.68)
Awapkelavooou (€tn)?
Méon twun (SD) 5.14 (5.8) 5.49 (6.4) 5.32 (6.1)
Taé&n pe Baon tn vedpiki Brodialtomik eppnveia, n (%)
T&€En Il or IV 132 (59.2) 126 (56.5) 258 (57.8)
T&EN NI+V or T&EN IV+V 55 (24.7) 61 (27.4) 116 (26.0)
TéénV 36 (16.1) 36 (16.1) 72 (16.1)
N\OyoG mpwTteivngoupwv - Kpeativivng(g/g), n
Méon twun (SD) 3.5(3.6) 3.2(2.7) 3.4 (3.2)
YrnoAoyiwOpevn GFR (mL/min/1.73m?), n 223 223 446
Méon T (SD) 101.0 (42.7) 100.0 (37.7) 100.5 (40.2)
SLEDAI-2K Score, n 222 223 445
Méon T (SD) 12.2 (4.8) 12.5 (5.3) 12.3 (5.0)
Ogpanceia epodou/ cuvtipnong
CYC/AZA 59 (26.5) 59 (26.5) 118 (26.5)
MME 164 (73.5) 164 (73.5) 328 (73.5)

FurieR, et al. N Engl J Med. 2020 Sep 17,383(12):1117-1128



AnoteAéopota

p
100 or= 1.55 (1.04, or=1.74 (111, or=1.59 (1.0s, HR= 0.51 (0.34,
% 2.32) 2.74) 2.38) 0.77) P=0.01
P=0.03 P=0.02 P=0.02 P=0.001

S 63.2%
% 60 S 52.5%
‘G 50 43.0% 46.6%
> 35.4%

40 9
ctg o 32.3% 30.0% 28.3%
o) %
< 0 19.7% -

10

0 n= n= n= A & 63
PERR at Week 104 CRR atWeek 104 PERR at Week 52 Renal - Related Fvent ar Neath | Responders® Non Responders
. Baoikd deutepelovTa
MpwTtevov .
Y
ORR at Week 1042

B Placebo+ST (N=223) Belimumab 10mg/kg+ST (N=223) CRR in Placebo+ST (N=44) [7] cRRin Belimumab 1omghessT (v-67) BB PRR in Placebo+ST (N=38) Bl PRR in Belimumab 10mg/kg+ST (N=39)

. J/

astudy Withdrawal (WD), Treatment Failures (TF) and Investigational Product Discontinuation (IPD) imputedas non-responders. |PD/TF not related to renal disease/WDare censored inthe time to event analysis. "Events are defined as the
firsteventexperiencedamongthe following: death, progression to end stage renal disease, doubling of serum creatinine frombaseline, renal worsening, orrenal-related treatment failure. Subjects who discontinue randomized treatment,
withdraw from the study, orare lostto follow-up are censored on the date. Subjects who complete the 104-week treatment period are censoredatthe Week 104 visit. Time to eventis defined as (eventdate - treatmentstartdate + 1).“In

Belimumab group, 67 (30%) subjects showed CRR and 39 (17.5%) subjects showed PRR. In placebo group, 44 (19.7%) subjects showed CRRand 38 (17%) subjects showed PRR at Week 104

CRR=completerenal response; HR=hazard ratio; mITT=modified intention to treat; OR= odds ratio; ORR=ordinal renal respone; PERR=primary efficacy renal response; ST=standard therapy

FurieR, et al. N Engl J Med. 2020 Sep 17;383(12):1117-1128



Entitevuén PERR pexplL tnv edopada 104

N
PERR ava emiokeyn (IPD/TF/WD=NR) (AmTAa tugAn, mITT TmAnBuapég)’
100 -
90 -
— Kopmkotepoeidn =10 mg/nuépa

- 60 1 — Emmmpermm n xprion oTepoeiBiv yict pn
# 20 veppIKA vooo pe Bdon 1o TTpwTdKoAAo _ MR ETTTPETTT 1] CyWY
£ — OMhokAfpwaon Beparreiag epodou? didowaong pe aTEpoEIBn
£ 60 - A
S 501 43.0%
£ _ FEBE S e W
3 ¥ 3
g

30 A
z

20 J 32.3 %

10 - OR (95% CIl)= 1.55 (1.04, 2.32)

P=0.0311
8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 W6 60 84 B8 92 96 100104
Xpovog - efdopabeg
— e Placebo + ST (N=223)  —— Belimumab 10mg/kg + ST (N=223)
J

aDefined by response at the Week 100 visit that was confirmed by a repeat measurementat the Week 104 visit. PERR = uPCR <0.7; and eGFR 260mL/min/1.73m? or no more than 20% below pre-flare value;
and not a treatment failure (no rescue therapy)

Cl= confidence interval; IPD= investigational product discontinuation; V= intravenous; mITT= modified intention to treat; NR= non responders; OR= odds ratio; PERR= primary
efficacy renal response; ST= standard therapy; TF= treatment failure; WD= withdrawn
Furie R, et al. N Engl J Med. 2020 Sep 17;383(12):1117-1128



Entitevén CRR pexpl tnv eBdopada 104

MARPNS VEQPIKA avTATTOKpIoN avd eTiokeyn (IPD/TFWD=NR) (AnTAd

100 - TupAR, mITT wAnBuouég)’
50 -
00 — KopnikaTtepoeidr] =10 mg/npépa
I':I”.J - E'I'I'ITpE'I:ITﬁ’ n ;{prﬁm]’ mapnalﬁmvﬁlu Hn — M ETTITPETTTA 1 oywyf]
T 70 - VEQPIKA vooo pe Bdon To TTpwréKoAo BIGOWONC e TTEPOEIDH]
= — Ohokhr = i 0Bou2
;:E o | okhfpwan Bepareiog epodou DR{[??& g':;]"-”
3 50 4 P=0.0167
E- 40
Q .
E 30.0%
= - _ e
Z 30 _ 2. +44+4- —- +-4 HH_E
20 -
19.7 %
10 -
0 -— . ;

8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104
Xpovog - efBdopadeg
—e— Placebo + ST (N=223) —— Belimumab 10mg/kg + ST (N=223)

aDefined by response at the Week 100 visit that was confirmed by a repeat measurementat the Week 104 visit. CRR = uPCR < 0.5; and eGFR is no more than 10% below the pre-flare value or 290
mL/min/1.73m? and not a treatment failure (no rescue therapy)

ClI= confidence interval; CRR= complete renal response; HR= hazard ratio; IPD= investigational product discontinuation; mITT= modified intention to treat; NR= non responders; OR=
odds ratio; PERR= primary efficacy renal response; ST= standard therapy; TF=treatment failure; WD= withdrawn

Furie R, et al. N Engl J Med. 2020 Sep 17;383(12):1117-1128




PERR & CRR tnv €B6. 104 avaloya HE TRV Taén tnc vedpitidag

Responders, n (%)

Belimumab
Placebo 10 mg/kgi.v. Treatment Favors Favors
LN class (n=223) (n=223) difference (%) placebo belimumab Odds ratio (95% CI) Pvalue

PERR

Any class 72 (32.3) 96 (43.0) 10.8 —e— 1.55 (1.04, 2.32) 0.0311

Class Ill or Iz 42 (31.8) 60 (47.6) 15.8 —e— 1.82 (1.08, 3.08)

Class lll + V or IV +V* 15 (27.3) 23 (37.7) 10.4 H—&— 1.76 (0.77, 4.05)

Class Ve 15 (41.7) 13 (36.1) -5.6 C & 1 0.65 (0.23, 1.86)
CRR

Any class 44 (19.7) 67 (30.0) 10.3 —e—i 1.74 (1.11,2.74) 0.0167

Class lll or IV 25 (18.9) 39 (31.0) 12.0 —e— 1.78 (0.98, 3.21)

Class il + VorlV +V® 8(14.5) 16 (26.2) 117 ® / 2.76 (0.99, 7.72)

Class V* 11 (30.6) 12 (33.3) 2.8 b @ i 0.83 (0.27, 2.62)

| 1

0.1 1 10
Odds ratio (95% Cl)

ClI = confidence interval; eGFR = estimated glomerular filtration rate; HR = hazard ratio. Rovin BH, et al. Kidney Int.2022 Feb;101(2):403-413.



PERR & CRR tnv €B6. 104 o< véa | utotpomniacaca vedpitida

Response rate, n/N (%) Treatment

. 0, a
S dlflferet:lce;s Favors Eavors OR (95% Cl)
Placebo 10 mg/kg IV placebo, 7o placebo belimumab
Relapsed 17/75 (22.7) 27/75 (36.0) 13.3 : O ' 2.31 (1.07, 5.01)
&
a
Newly diagnosed 55/148 (37.2)  69/148 (46.6) 9.5 —H—— 1.36 (0.85, 2.20)
Relapsed 8/75 (10.7) 17/75 (22.7) 12.0 : ® : 3.11 (1.16, 8.31)
&
O
Newly diagnosed 36/148 (24.3)  50/148 (33.8) 9.5 H—— 1.49 (0.88, 2.51)
This graph has been reproduced from Anders HJ, et al. Effects of Belimumab on Renal Outcomes in Patients With Relapsed and Newly Diagnosed Active Lupus 0,1 1 10

Nephritis . Poster presented at ASN; November 4-7, 2021; Online
OR (95% Cl)

a0OR and 95% CI are from a logistic regression model run within the subgroup level for the comparison between belimumab and placebo with covariates of treatment group, induction
regimen (CYC vs MMF), race (Black African ancestry vs other), baseline uPCR, and baseline eGFR

CRR= Complete Renal Response; Cl= Confidence Interval; CY C= Cyclophosphamide; eGFR, Estimated Glomerular Filtration Rate; IV= Intravenous, MMF= Mycophenolate Mofetil; OR= Odds Ratio; PERR= Primary Efficacy Renal Response; uPCR=
Urinary Protein:Creatinine Ratio

Anders HJ, et al. Effects of belimumab on renal outcomes in patients with relapsed and newly diagnosed active lupus nephritis. Poster presented at ASN; November 4-7, 2021; Online



PERR tnv eBdopdda 104 pe Baon tn Bepameia eEmaywync Kot cuvtRpnong

Patients (%)

100
90
80
70
60
50
40
30
20

10

OR= 1.55 (1.04, 2.32)
P=0.0311

v

43,0%

32,3%

OR= 1.52 (0.66, 3.49)
P= 0.3272

v

33,9%
27,1%

n=

OR= 1.58 (1.00, 2.51)
P= 0.0501

v
46.3%

34.1%

n= 56

Ovenall

Belimumab 10mg/kg + ST (N=223)

B Placebo + ST (N=223)

Induction/Maintenance Regimen: CYC/AZA

Belimumab 10mg/kg + ST (N=59)
B Placebo + ST (N=59)

Induction/Maintenance Regimen: MMF

Belimumab 10mg/kg + ST (N=164)
B Placebo + ST (N=164)

AZA= azathioprine; CYC=cyclophosphamide; e GFR=estimated glomerular filtration rate; MMF=mycophenolate mofetil

FurieR, et al. N Engl J Med. 2020 Sep 17,383(12):1117-1128

; OR=0dds ratio; PERR=primary efficacyrenal response; ST=standard therapy




Post hoc avaAuon: To BLM peiwoe tov kivouvo vedplkng £€oponc o€ ocUyKpLon HE T cuviROn

Oepaneia povo

o 1.0 Number of patients who experienced an event:

S 0.9- placebo = 51/196 (26.0%), belimumab 10 mg/kg IV = 28/194 (14.4%)

p

(@) :

£ 0.7 Hazard ratio = 0.45 (95% CI: 0.28-0.72)

o 0.6

O 0.5

X

3 0.4

o T T

> 0.3 Placebo (N = 223)

E 0.2 Belimumab (N = 223)

© 0.1+

ol

0.0 . .
96 104
Time since dose (weeks)
Belimumab,n 196 167 154 142 133 131 127 117 115 68
Placebo, n 194 175 167 164 161 153 144 134 130 93

H peiwon Tou KIvOUVoU VEPPIKNG £Eapong TTapatnenOnkKe Kal oTIC 2 ouAdes TNG PBAOCIKAG BepaTreiag Kal o€ OAEG TIG

TACEIC VEPPITIOAC

Dashed lines show 95% confidence intervals

Rovin BH, et al. Kidney Int.2022 Feb;101(2):403-413.



Post hoc avaAvon: Kivouvog yia 1" ééapon petd tnv €BS6. 24 avaloya pe tTnv Taén
NG vedpitdoc Kot tn Oeparmneia eEmaywyne

Patients with an LN flare.,” n (%)

Belimumab

Placebo 10 mg/kg i.v. Favors Favors

(n=223) (n=223) belimumab placebo Hazard ratio (95% CI) P value
Overall® 51 (26.0) 28 (14.4) —e— 0.45 (0.28, 0.72) 0.0008
Treatment regimen®
CYC/IAZA 18 (35.3) 7(14.3) C - i 0.30 (0.12, 0.75)
MMF 33 (22.8) 21 (14.5) —e— 0.55 (0.32, 0.96)
LN class®
Class lll or IV 27 (23.3) 16 (14.3) 0.51 (0.27, 0.95)
Classlll+VorV+V 13 (27.1) 7(13.5) 0.43 (0.17, 1.13)
Class V 11 (34.4) 5 (16.7) 0.40 (0.14, 1.15)

I 1

0.1 1 10
Hazard ratio (95% CI)

Rovin BH, et al. Kidney Int.2022 Feb;101(2):403-413.



Méon tiun eGFR oto xpovo (katd tn diapkela tng Oepaneiac)

Mean Observed eGFR (from Creatinine Adjusted for BSA; mL/min/1.73m?) Values by Visit (Double-Blind; Safety Population)

115 -

o

(7]

~

il 111.3
g 110 - T A—= 7 — \

= T - 4

g T / \/\/ \/\/ /\

T - £

2 T _—— ~_

2 S
° 105 - J T

o

c

3

=

100 - 100.8

95 T T T T T T T T T T T T T T T T T T T T T T T T T T —
0 4 8 12 16 20 24 28 32 36 40 a4 48 52 56 60 64 68 72 76 80 84 88 92 9% 100 104
Time point - weeks
—&— Placebo +ST (N=224) — — Belimumab 10mg/kg + ST (N=224)
N J

H péon mun GFR Ata apiBunTikG peyaAltepn oTnv opdda Tou Belimumab og oUyKpion HE TO EIKOVIKO PAPHAKO OTA TTEPICCOTEPA X POVIKA

onMEia

BSA=blood serumalbumin; eGFR=estimated glomerularfiltration ratio; IV=intravenous; SE=standard error; ST=standard therapy

FurieR, et al. N Engl JMed. 2020 Sep 17,383(12):1117-1128.



Post hoc avdAuon: oL acBeveic uno BLM eixav xapnAotepo kivéuvo peiwong eGFR petagl e
gvapéng kaw tne €BO. 104 oe cuykplon pe aocBeveic umod cuvOn aywyn Hovo

On treatment”

Belimumab 10 mag/kg i.v.
Variable Placebo (n = 223) (n = 223)

30% decrease in eGFR
n (%) 28 (12.6) 15 (6.7)
HR (95% CI)
P value 0.0429

40% decrease in eGFR
n (%) 15 (6.7) 6 (2.7)

HR (95% Cl) 0.38 (0.15-0.98
P value 0.0457

Rovin BH, et al. Kidney Int.2022 Feb;101(2):403-413.
ClI = confidence interval; eGFR = estimated glomerular filtration rate; HR = hazard ratio. Levey AS, et al. Am J Kidney Dis 2014;64(6):821-835.



Aocdalela

Ogpancia epodou/ ouvtrpnong \
ZUVOALKA
CYC/AZA . MME

Touhdayiotov 1 Placebo + ST Belimumab Placebo + ST Belimumab Placebo + ST Belimumab
N=59 10mg/kg + NEdeE 10mg/kg + 551 10mg/kg +
n (%) ST N=60 n (%) ST N=164 n (%) ST N=224
n (%) n (%) n (%)
AE 54 (91.5) 56 (93.3) 157 (95.2)  158(96.3)  211(94.2) 214 (95.5)
Ixetwlopevn AE 31 (52.5) 35 (58.3) 88 (53.3) 88 (53.7) 119 (53.1) 123 (54.9)
SoBaph AE 14 (23.7) 18 (30.0) 53 (32.1) 40 (24.4) 67 (29.9) 8 (25.9)
Inuavtikn AE 13 (22.0) 16 (26.7) 35 (21.2) 38 (23.2) 48 (21.4) 4 (24.1)
AE mou oénynoe o€ Stakomn Gpapuakou HEAETNG 5 (8.5) 8(13.3) 24 (14.5) 21(12.8) 29 (12.9) 9(12.9)
AE 1tou 08rynoe o amoxwpnon arno tn HEAETN 1(1.7) 1(1.7) 7 (4.2) 4 (2.4) 8 (3.6) 5(2.2)
OAVaTOL GUVOAKY? 0 1(1.7) 5 (3.0) 5(3.0) 5° (2.2) 6° (2.7)
Y16 Bepaneia Oavatngdopa AEC 0 1(1.7) 3(1.8) 3(1.8) 3(1.3) 4(1.8)
Meta Oeparneia Bavatndopa ZAEM 0 0 2(1.2) 2(1.2) 2 (0.9 2 (0.9)

ancludes all deaths that occurred during the double-blind phase including off-treatment; In the IV belimumab group, a total of 6 deaths occurred due to pneumonia/infectious (n=2),
pneumonial/vascular (n=1), sepsis (n=1), dyspnea (n=1), cardiac failure congestive (n=1) and in the placebo group a total of 5deaths occurred due to pneumonia (n=1), sepsis (n=1),
encephalopathy (n=1), seizure (n=1), intracranial hemorrhage (n=1); cDeveloped fatal SAEs while on study treatment while death may have occurred anytime thereafter; dFatal SAEs
occurred after the on-treatment period.

AE= adverse event; AZA=azathioprine; CYC=cyclophosphamide; IP=investigational product; MMF=mycophenolate mofetil; SAE=serious adverse event;ST=standard therapy

FurieR, et al. NEngl J Med.2020Sep 17;383(12):1117-1128
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