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

HCQ (all patients unless contraindicated)
Adjunct treatment

for kidney GC PO/IV (consider pulse IV MP, then 0.3-0.5 mg/kg/day depending on
protection® severity; taper to < 5 mg/day as quickly as possible)

3 months
soemces (. I s roiucion i
Consider SGLT2i LY
(if decreased eGFR) Low-dose CYC AZA/MMF
i cm:,‘,’{:,’,’,"/",,s MMF/low-dose CYC + BELS MMF/AZA + BELS
nephropathy) 12 to 24 months
MMF + CNI (esp. VOC, TAC)* UPr <0.5-0.7 gr/day

Any of the above-

Targets

6 months
>50% reduction in
UPr to <3 gr/day

High-dose CYC *1 mentioned unless (?g;f;h GGER w'i.thin
Assess adherence contraindicated® i seg)
to treatment RTX +
" Grade A Grade B Grade C Grade D

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



Efficacy and safety of voclosporin versus placebo forlupus @ ® 27é‘ 1421#E% ’C_E’Eﬁl’tﬁé N7z o
nephritis (AURORA 1): a double-blind, randomised, BZHEIETER T X LR
multicentre, placebo-controlled, phase 3 trial

Brad H Rovin, Y K Onno Teng, Ellen M Ginzler, Cristina Arriens, Dawn ] Caster, Juanita Romero-Diaz, Keisha Gibson, Joshua Kaplan, Laura Lisk,
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Lancet2021;397:2070-2080. MMF 2 g + oral corticosteroids

MMF 2 g + oral corticosteroids

Z4 LN class lll, IV or V (V EJh o e g

Secondary endpoints Primary endpoint

HHWIHEFE) LI n-8E 24 weeks 52 weeks

Randomisation (n=357)

2-Year Extension Study

A B
100~ [ Voclosporin group (n=179) 100
s 3 Placebo group (n=178) _
. < S
PSL + MMF 2 g + Voclosporin 5
8_ 80— 8_ 80—
£ ¢ 70% 70%
5 60 E 60
£ g 50% 52%
= =
= 41% :
PSL + MMF 2 g + PBO & 40 - £ o
: z
£ 9 5]
§ 204 2% = é 20
g .
g 2
o
T =\ /,fﬂfl E . ME :I:IE
EE%H:F I/E\ : 52@_HTJ-/‘\\T\\® ° Week 24 I Week 52 I ° Week 24 I Week 52 I
Complete renal response sudyweck sudyvock

Figure 2: Complete and partial renal response endpoints (intention-to-treat population)
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7™ kAL (AURORA 1)

- EEFHMIBIER
52iBE S T Complete renal response (CRR) JERX

CRR:UTOE&TZ®mETHDEER

1) UPCR=0.5 mg/mg

2) eGFR 60 mL/min/1.73m2 or XR—X 7 4 v eGFRHM 5>20%D{E T 74 L
3)ILNIZHTHT AL RF 2 —8E~LL

4) 44 521_0)F'Eﬁ’f PSL>10mg/H Ef3HBH 5 W IZst7THRU EDERL L
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Patients Patients In Case of Prior IV Steroids During
<45 kg >45 kg Screening (pre-randomisation)
Weeks 1-2°
1 g minus prior IV steroids mgor 0-5 g
Davs 1.2+ 0-25 g (IV) 0-5 g (IV) minus prior [V steroids mg for patients
ays - who weigh <45 kg!
Days 3-13 20 mg (oral) 25 mg (oral)
Week 2 (Day 14) 15 mg (oral) 20 mg (oral)
Week 4 (Day 28) 10 mg (oral) 15 mg (oral)
Week 6 (Day 42) 10 mg (oral) 10 mg (oral)
Week 8 (Day 56) 5 mg (oral) 5 mg (oral)
Week 12 (Day 84) 5 mg (oral) 5 mg (oral)
Week 16 (Day 112) 2-5 mg (oral) 2-5 mg (oral)

*Day 0-13: Oral steroids dosed according to patient weight and then tapered beginning at Day 14.

TOral corticosteroids were to be commenced on Days 1 or 2 if corticosteroids were administered during screening.

It was recognised that dosing with IV methylprednisolone may not be in the patient’s best interest if they had already
received therapy within the 3 months prior to screening. In this case, the Investigator was permitted to omit the
administration of further IV methylprednisolone after discussion with the Medical Monitor.

Notes: Oral prednisone taper should have been done within £3 days of specified timeframe. When clinically indicated,

patients were allowed to be completely titrated off of oral corticosteroids.
IV, Intravenous; MMF, mycophenolate mofetil.

LUFE D GC I3 B 2 B Bl D I i T HR
AR OMMFZ RIS L 71cB8F X, RYDO1LEMIL1g, day 85 b2g~EE



fma (AURORA 1

Voclosporingroup Placebo group ORorHR p value
A B (n=179) (=178)  (95%C)
1004 @ Voclosporin group (n=179) 100 : —
—~ X Placebo group (n=178) Primary endpoint
% g Complete renal response at 52 weeks 73 (41%) 40 (23%) OR2-65 <0-0001
g 5 (164-427)
2 80 & 804 .
g a 0% Secondary endpoints
= g % 0%
= % / Complete renal response at 24 weeks 58 (32%) 35(20%) OR2-23 0-002
g 5] (1-34-3-72)
= 60 £ 604 Partial renal response at 24 weeks 126 (70%) 89 (50%) OR 243 <0-001
£ g 50% 52% (1-56-3-79)
v
< ES Partial renal response at 52 weeks 125 (70%) 92 (52%) OR2-26 <0-001
E h z (1:45-3:51)
2 40+ t 40+
5 32% £ Time to UPCR <0-5 mg/mg, days 169 (141-214) 372 (295-NC)  HR2.02 <0-001
g , 2 (1-51-2-70)
Y= %
o 20% 3 5 Time to 50% reduction in UPCR, days 29 (29-32) 63 (57-87) HR 2-05 <0-001
S 204 £ 207 (1-62-2-60)
2 g
3 & Data are n (%) or median (95% Cl), unless otherwise specified. OR=o0dds ratio. HR=hazard ratio. UPCR=urine protein
e creatinine ratio. NC=non-calculable. *The model is based on a logistic regression with terms for treatment, baseline
0 , , 0 | | UPCR, biopsy class, mycophenolate mofetil use at baseline, and region.
Week 24 Week 52 Week 24 Week 52
Study week Study week Table I2: Summary of complete and partial renal responses at weeks 24 and 52 (intention-to-treat
population)

Figure 2: Complete and partial renal response endpoints (intention-to-treat population)
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AURORA 1 AURORA 2
Randomized One-year Continuation Two-year
Phase 3 Clinical Trial Phase 3 Clinical Trial

P'aéecb?n: 1";’;)*’ + 8  Placebo + MMF + GC (n=100)
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Voclosporin Control
Patient characteristics (n=116) (n =100)
Age, mean £ SD, years 323+103 354+116
Sex, n (%)
Female 105 (90.5) 88 (88.0)
Male 11 (9.5) 12 (12.0)
Race, n (%)
White 44 (37.9) 40 (40.0)
Asian 30(25.9) 30 (30.0)
Black 18 (15.5) 7 (7.0)
Other 24.(20.7) 23(23.0)
Ethnicity, n (%)
Hispanic or Latino 39(33.6) 33(33.0)
Non-Hispanic or non-Latino 77 (66.4) 67 (67.0)
Region, n (%)
North America 15(12.9) 9(9.0)
Latin America 34(29.3) 27 (27.0)
Europe and South Africa 38 (32.8) 37 (37.0)
Asia-Pacific 29 (25.0) 27 (27.0)
Biopsy class, n (%)
Class IlI 14(12.7) 21 (21.0)
Class IV 64 (55.2) 37 (37.0)
Class V 17 (14.7) 14 (14.0)
Mixed Class V and IlI/IV 21 (18.1) 28 (28.0)
Biopsy within 6 months of 100 (86.2) 90 (90.0)
AURORA 1 screening, n (%)
Corrected eGFR, mean + SD, 79.0 £ 151 787 +£16.6
mL/min/1.73 m?
UPCR, mean £ SD, mg/mg 394+26 3.87+25
Time since initial LN diagnosis, 48+53 50+£52
mean + SD, years
Time since initial SLE diagnosis, 6.6 +6.7 73+6.9

mean + SD, years
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Voclosporin Control
Month 12, n (%) n=116/116 (100) n=100/100 (100.0)
>2.5 mg/day 14 (12.1) 15 (15.0)
<2.5 mg/day 102 (87.9) 85 (85.0)
Month 24, n (%) n=111/116 (95.7) n=88/100 (88.0)
>2.5 mg/day 22 (19.8) 14 (15.9)
<2.5 mg/day 89 (80.2) 74 (84.1)
Month 36, n (%) n=101/116 (87.1) n=85/100 (85.0)
>2.5 mg/day 24 (23.8) 19 (22.4)
<2.5 mg/day 77 (76.2) 66 (77.6)
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Voclosporin Control
n=116, n (%) n=100, n (%)
Final dose in AURORA 1
0 capsule / 0 mg BID* 0 (0.0) 1(1.0)
1 capsule / 7.9 mg BID 14 (12.1) 3 (3.0)
2 capsules / 15.8 mg BID 11 (9.5) 6 (6.0)
3 capsules / 23.7 mg 91 (78.4) 90 (90.0)
Final dose in AURORA 2
0 capsule / 0 mg BID** 24 (20.7) 27 (27.0)
1 capsule / 7.9 mg BID 17 (14.7) 2 (2.0)
2 capsules / 15.8 mg BID 18 (15.5) 7 (7.0)
3 capsules / 23.7 mg 57 (49.1) 64 (64.0)

Overall
Mean (SD) daily dose, mg 40.6 (9.7) 44.8 (5.7)



Table 2. Adverse events by year of study*

Voclosporin (n = 116)

Control (n = 100)

Over all
Overall three-year three-year
Year 1 Year 2 Year 3 treatment AURORA 2 Year 1 Year 2 Year 3 treatment AURORA 2
Adverse events (n=116) (n=116) (n=103) period (n = 116) only (n=116) (n =100) (n =100) (n = 85) period (n=100) only(n=100)
AE, n (%) 103(88.8) 85(73.3) 67(65.0) 107 (92.2) 100 (86.2) 4(84.0) 6(66.0) 46 (54.1) 5(95.0) 80 (80.0)
Treatment-related AE, n (%) 47 (40.5) 21 (18.1) 9(8.7) 58 (50.0) 28 (24.1) 0(20.0) 8 (18.0) 8 (9.4) 1(31.0) 1(21.0)
SAE, n (%) 13(11.2) 13(11.2) 8(7.8) 31(26.7) 21 (18.1) 3(13.0) 8(18.0) 8(9.4) 8(28.0) 3(23.0)
Treatment-related SAE, n (%) 4 (3.4) 1(0.9) 0 5(4.3) 1(0.9) 2(2.0) 2(2.0) 0 4 (4.0) 2(2.0)
AEs by SOC (reported in >15% of
patients in either group)
Infections and infestations, n (%) 70 (60.3) 45 (38.8) 35(34.0) 81 (69.8) 57 (49.1) 60 (60.0) 30(30.0) 21(24.7) 72 (72.0) 43 (43.0)
Gastrointestinal disorders, n (%) 51 (44.0) 21(18.1)  13(12.6) 56 (48.3) 28 (24.1) 29(29.0) 11 (11.0) 7(8.2) 36 (36.0) 15 (15.0)
Musculoskeletal connective 26 (22.4) 18 (15.5) 13(12.6) 41 (35.3) 27 (23.3) 27 (27.0) 13(13.0) 10(11.8) 40 (40.0) 23(23.0)
tissue disorders, n (%)
Investigations, n (%)’ 30(25.9) 19 (16.4) 8(7.8) 43 (37.1) 4(20.7) 16(16.0) 11 (11.0) 5(5.9) 29(29.0) 16 (16.0)
Nervous system disorders, n (%) 33(28.4) 11 (9.5) 5(4.9) 40 (34.5) 4(12.1) 13(13.0) 6 (6.0) 3(3.5) 17 (17.0) 8(8.0)
Skin and subcutaneous tissue disorders, n (%) 26(22.4) 13(11.2)  12(11.7) 38(32.8) 1(18.1) 16 (16.0) 6 (6.0) 4(4.7) 20(20.0) 9(9.0)
Blood and lymphatic system disorders, n (%) 23(19.8) 6(5.2) 12 (11.7) 31 (26.7) 16 (13.8) 16 (16.0) 5(5.0) 5(5.9) 22(22.0) 9(9.0)
Vascular disorders, n (%) 25(21.6) 7 (6.0) 3(2.9) 31(26.7) 10 (8.6) 12 (12.0) 8(8.0) 5(5.9) 24 (24.0) 13(13.0)
General disorders and administration 19 (16.4) 1(9.5) 7 (6.8) 29 (25.0) 14(12.1) 19 (19.0) 4 (4.0) 8(9.4) 24 (24.0) 13(13.0)
site conditions, n (%)
Renal and urinary disorders, n (%) 11(9.5) 13(11.2) 9(8.7) 27 (23.3) 21 (18.1) 8(8.0) 6 (6.0 5(5.9 15(15.0) 10 (10.0)
Metabolism and nutrition disorders, n (%) 11 (9.5) 4(3.4) 7 (6.8) 20(17.2) 12 (10.3) 19 (19.0) 6 (6.0 101.2 22 (22.0) 8(8.0)
Respiratory, thoracic, and mediastinal 14(12.1) 7 (6.0) 3(2.9) 19 (16.4) .8) 8(8.0) 5(.0 1(1.2 13(13.0) 6 (6.0)
disorders, n (%)
Injury, poisoning and procedural 10 (8.6) (6.0) 0(9.7) 18 (15.5) (12.9) 8(8.0) 9(9.0) 1(1.2) 13(13.0) 9(9.0)
complications, n (%)
hva AN ~ -
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Mean (95% Cl) potassium (mmol/l)
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BENIE

Analyses Voclosporin (n = 116), % (n/n) Control (n = 100), % (n/n) OR (95% ClI) P value

CRR p \

Month 12 52.6 (61/116) 34.0 (34/100) 2.30 (1.30-4.05) 0.004

Month 24 56.0 (65/116) 43.0 (43/100)  1.81(1.04-3.16) 0.035 )

Month 36 50.9 (59/116) 39.0(39/100) 1.74(1.00-3.03) 0.051
PRR p

Month 12 89.7 (104/116) 70.0 (70/100) 3.99 (1.88-8.46) <0.001 )

Month 24 77.6 (90/116) 58.0 (58/100) _ 2.68(1.46-4.91) 0.001

Month 36 74.1 (86/116) 69.0 (69/100) 1.39 (0.75-2.58) 0.290
Proportion with <0.5 mg/mg UPCR

Month 12 543 (63/116) 34.0 (34/100) N/A N/A

Month 24 65.7 (69/105) 54.3 (44/871) N/A N/A

Month 36 63.6 (63/99) 49.4(43/87) N/A N/A
Proportion with >50% UPCR reduction from baseline

Month 12 89.7 (104/116) 70.0 (70/100) N/A N/A

Month 24 85.7 (90/105) 71.6 (58/81) N/A N/A

Month 36 86.9 (86/99) 79.3 (69/87) N/A N/A
Proportion with >30% eGFR decrease overall 12.1(14/116) 10.0 (10/100) N/A N/A
Good renal outcome overall 66.4(77/116) 54.0 (54/100) (_0.56(0.32-0.99) 0.045 |
Renal flare overall 23.8(24/101) 26.0 (19/73) 0.85(0.42-1.73) 0.662
Non-renal flare overall 18.1(21/116) 14.0 (14/100) 1.33(0.63-2.81) 0.448
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UPCRAME T L ZBEES

B Voclosporin
2 B 100 M Control

85

Mean (95% CI) UPCR (mg/mg)
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