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AURORA PHASE 3 STUDY DEMONSTRATES|VOCLOSPORIN|STATISTICAL SUPERIORITY OVER STANDARD OF CARE IN
LUPUS NEPHRITIS (LN)
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357 pts, 52 wk
RR VCS: 40.8%
RR Control: 22.5%

KaAd avektni Tx
No safety signals

eGFR, BP, lipids, Glu




AURA - LN
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AURA - LN

Median Time to Complete Remission in those patients achieving CR

M Control M Voclosporin 23.7mg BID W Voclosporin 39.5mg BID
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New Drug Application & Fast-track review (FDA): lavoudpiog 2021




Obinutuzumab: anti-hCD20 mAb

SUN-374

B-CELL DEPLETION AND RESPONSE
IN A RANDOMIZED, CONTROLLED TRIAL
OF OBINUTUZUMAB FOR PROLIFERATIVE

LUPUS NEPHRITIS

Rovin, B*', Furie, R?, Aroca, G°, Garg, JP?, Alvarez, A®,
Fragoso-Loyo, H®, Zuta Santillan, E/, Brunetta, P*, Schindler, T°,
Looney, CMD?, Hassan, I°, Cascino, MD*, Malvar, A'°
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Obinutuzumab Obinutuzumab
sustained depletion detectable B-cells
(N=32) (N=20)

Placebo group
(N=62)

CRR 359%

Modified CRR 72%** 90% 37%

ORR 66%*** 45%* 29%

Eleven patients in the obinutuzumab group with insufficient data to determine depletion status
are excluded.

*P < 0.2 vs. placebo group
**P <0.05 vs. placebo group
*** P <0.001 vs. placebo group

CRR = complete renal response, which required UPCR <0.5 with serum creatinine < the
upper limit of normal and not increased >15% from baseline with <10 RBCs/HPF and no RBC
casts.

Modified CRR = UPCR < 0.5 with normal serum creatinine.
ORR = overall renal response, which required either CRR or partial renal response: 250%

reduction in UPCR from baseline to <1 (<3 if baseline UPCR 23) with serum creatinine not
increased >15% from baseline and <50% increase in urinary RBCs (or <10 RBCs/HPF).

FDA: Breakthrough therapy




The NEW ENGLAND JOURNAL of MEDICINE

BRIEF REPORT

Targeting CD38 with Daratumumab
in Refractory Systemic Lupus Erythematosus

Lennard Ostendorf, M.D., Marie Burns, M.Sc., Pawel Durek, Ph.D.,
Gitta Anne Heinz, Ph.D., Frederik Heinrich, Ph.D., Panagiotis Garantziotis, M.D.,
Philipp Enghard, M.D., Ulrich Richter, M.D., Robert Biesen, M.D.,
Udo Schneider, M.D., Fabian Knebel, M.D., Gerd Burmester, M.D.,
Andreas Radbruch, Ph.D., Henrik E. Mei, Ph.D., Mir-Farzin Mashreghi, Ph.D.,
Falk Hiepe, M.D., and Tobias Alexander, M.D.

N ENGL ] MED 38312 NEJM.ORG SEPTEMBER 17, 2020




Daratumumab in SLE

n=2 (6o, two, deux, due, zwei,....)

DARZALEX
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BLISS-LN

Table 2. Primary and Major Secondary Efficacy End Points in the Modified Intention-to-Treat Population.

Odds Ratio or
Belimumab Placebo Hazard Ratio
End Point (N=223) (N=223) Difference (95% Cl)*

number (percent) percentage points

Primary end point: primary efficacy renal response 96 (43) 72 (32) 11 1.6 (1.0 to 2.3)
at wk 1047

Major secondary end points

Complete renal response at wk 1041 67 (30) 44 (20) 1.7 (1.1to 2.7)
Primary efficacy renal response at wk 52§ 104 (47) 79 (395) 1.6 (1.1to 2.4)
Time to renal-related event or death¥ NA NA 0.5 (0.3 t0 0.8)

Ordinal renal response without urinary
sediment at wk 104

Complete renal response

No response




Hazard ratio, 0.51 (95% Cl, 0.34-0.77)
P=0.001

Belimumab (N=223)

O e ) N R S B B S B E— ——
0 &8 16 24 32 40 48 56 64 72 80 838

Weeks

Probability of Renal-Related Event or Death

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

Belimumab Placebo
Event (N=223) (N=223)

Any event 35
Death from any cause
Progression to ESKD
Doubling of creatinine level from baseline

Increased proteinuria, impaired kidney function, or both

Treatment failure related to kidney event
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TULIP 2

Table 2. Primary and Key Secondary Efficacy End Points.

End Point

Primary end point: BICLA response at wk 527
Key secondary end points

BICLA response at wk 52 in patients with
a high type | interferon gene signature

Glucocorticoid reduction to target dose,
sustained from wk 40 to wk 52§

=50% Reduction in CLASI activity from
baseline to wk 12

>50% Reduction in both swollen and
tender joints from baseline to wk 52|

Annualized flare rate through wk 527

Placebo
(N=182)*

Anifrolumab, 300 mg
(N =180)*

number/total number (percent)

57/182 (31.5)

46/151 (30.7)

25/83 (30.2)

10/40 (25.0)

34/90 (37.5)

0.64

86/180 (47.8)

72/150 (48.0)
45/87 (51.5)
24/49 (49.0)
30/71 (42.2)

0.43

Difference
(95% CI)*

percentage points

16.3 (6.3 to 26.3)

17.3 (6.5 to 28.2)

21.2 (6.8 to 35.7)

24.0 (4.3 to 43.6)

4.7 (~10.6 to 20.0)

0.67 (0.48 to 0.94) 11

Adjusted
P Valuet

Mua aAANn peAétn Oaong Il pe to anifrolumab (TULIP 1) AEN sixe deifeL anoteAsopatikotna....????




Table 3. Adverse Events during the Intervention Period.*

Anifrolumab,
Placebo 300 mg
(N=182) (N=180)
number (percent)
Any adverse event 153 (84.1) 159 (88.3)
Serious adverse event 31 (17.0) 15 (8.3)
Death 0 1(0.6)F

Adverse event leading to discontinuation 13 (7.1) 5(2.8)
of intervention

Adverse events of special interest:

Herpes zoster

Nonopportunistic serious infections 5(2.8)
Influenza . 4(2.2) I U LI P 2

Tuberculosis 3(1.7)
Major adverse cardiovascular event 1(0.6)

Cancer L 0

Serious adverse event occurring in =2 patients AVET[lel:’ untsc EVépVElEC:

in the trial
Pneumonia

Gastroenteritis, viral

Worsening of SLE§ . Epnntaq zwotf]paq 7%
Radius fracture . BpOVXiTlSQ 12%

Adverse events with frequency of >5% in the
anifrolumab group

Upper respiratory tract infection . 39 (21.7)
Nasopharyngitis . 28 (15.6)

Infusion-related reaction 4 (7. 25 (13.9

Urinary tract infection . 20 (11.1)
Herpes zoster : 13 (7.2)
Sinusitis . 12 (6.7)
Arthralgia . 10 (5.6)
Back pain . 10 (5.6)
Cough . 10 (5.6)




2 UTTEP OLO LOLTLKOL

* MoAAa véa pappoka o€ pacn MPOXWPNHEVWV KAWVIKWV SOKLUWV.
e Mepkd pe evtunwotakd (OXI MPQIMA) anoteAéopara.
* MaAAov ntio Kovta o€ «koBnpepwvn» xpnon to Belimumab (LN).

* E€akoAovBoUpe va {oupe otov aoteptouo tou lupus B cell



