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(2 Efficacy and safety of ustekinumab, an IL-12 and IL-23 inhibitor, in
patients with active systemic lupus erythematosus: results of a
multicentre, double-blind, phase 2, randomised, controlled study
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Ustekinumab

Placebo (n=42)
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Ustekinumab Placebo (n=42)
R (n=60)
CLASI activity score 7-2(6-5) 7-4 (6-4)
CLASI activity score >4 37 (62%) 24 (57%)
History of lupus nephritis 9 (15%) 7 (17%)
Anti-nuclear antibodies present 54 (90%) 40 (95%)
Anti-double stranded DNA 25 (42%) 18 (43%)
antibodies present
Anti-Smith antibodies present 12 (20%) 10 (24%)
Low C3 concentration 25 (42%) 16 (38%)
Low C4 concentration 16 (27%) 15 (36%)
Type | interferon signature*
High 37 (63%) 30 (73%)
Low 22 (37%) 11 (27%)

(n=60)

Age, years 40-0 (12-0) 42-9 (11-3)
Sex

Women 58 (97%) 35(83%)

Men 2 (3%) 7 (17%)
Weight, kg 75-4 (20-6) 74-3 (22-8)
Race

White 42 (70%) 28 (67%)

Black 4 (7%) 3 (7%)

Asian 8 (13%) 6 (14%)

Other 6 (10%) 5(12%)
Hispanic ethnicity 20 (33%) 12 (29%)
Disease duration, years 9-7(8-3) 9-5(7-2)
SLEDAI-2K 10-6 (3:3) 11-4 (4-5)
>1BILAG domainA 27 (45%) 22 (52%)
>2 BILAG domain B 28 (47%) 16 (38%)
PGA (VAS 0-10 cm) 49 (1-6) 49 (1-6)
Number of active joints 6-8 (6:3) 7-8 (6-0)
Number of joints with pain 10-5(7-9) 12-2(9-2)
Number of joints with swelling 67 (6-3) 72 (6-0)
>4 joints with pain and signsof 39 (65%) 31 (74%)

inflammation

Concomitant immunomodulatory and immunosuppressant medications

Glucocorticoids 51 (85%) 34 (81%)
Dose, mg per day 9-3(4-7) 10-5(5-2)

Antimalarial 44 (73%) 26 (62%)

Mycophenolate mofetil 8 (13%) 7 (17%)

Azathioprine or 12 (20%) 9 (21%)

6-mercaptopurine

Methotrexate 12 (20%) 6 (14%)




Patient flow diagram

166 patients screened

64 excluded because

\ 4

P they did not meet

exclusion criteria

102 randomly assigned

v

v

42 assigned to receive placebo 60 assigned to receive ustekinumab
9 discontinued 4 discontinued
4 adverse events 3 adverse events
2 withdrew consent 1 other recieved prohibited
| i unsa.tiffactoq.r fherapeutic effect o medications
physician decision
1 other because of concerns
about family issues and possible
side-effects
A 4 4

33 completed assigned treatment up to week 24

56 completed assigned treatment up to week 24

Figure 1: Patient flow diagram
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100+ [ Ustekinumab 27% ﬁ%;%t:%‘if&: L

| |
(1 Placebo
18 Of 22 :J:t;l(()i)numab Placebo (n=42)
—_ =
'I.ac i: 80 0| [ Any adverse event 47 (78%) 28 (67%)
= ¢ ) i % o
- e 28% Infections 27 (45%) 21 (50%)
4 " | | Most common adverse events*
g g Urinary tract infection 6 (10%) 5 (12%)
¥ S 60- 6of11 .
‘.-'6 19 Of 37 Nasopharyngitis 6 (10%) 3(7%)
Q. : Upper respiratory tract infection 5 (8%) 9 (21%)
S
o) A Headache 4(7%) 5 (12%)
= 5 4 0 Diarrhoea 4(7%) 0
Q Q. Worsening of systemic lupus 3(5%) 2 (5%)
g 8 erythematosus
8. ;. 7 Of 30 Nausea 3(5%) 2(5%)
- _ Bronchitis 3 (5%) 0
o 204 N
v - Pharyngitis 3(5%) 0
Pharyngotonsillitis 3(5%) 0
Pyrexia 3 (5%) 1(2%)
0 Serious adverse event 5(8%) 4 (10%)
| | Serious infections 2 (3%) 0

High Low
Data are n (%). No deaths or malignancies were reported in either group. Patients
v with more than one of the same event were counted once for that event. *Events
I FN l pa tl e nt suU bset that occurred in at least 5% of patients in the ustekinumab group.

Table 3: Patients with adverse events up toweek 24

Figure 3: SRI-4 responses in high and low IFN-I patient subsets
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Ustekinumab Placebo (n=42) Difference p value
(n=60) (95% Cl)

Primary endpoint
SRI-4 response 37 (62%) 14 (33%) 28% (10to 47) 0-006
Main secondary endpoints
Change from baseline in -4-4 (2-9) -3-8(5-4) -0-6 (-2-4t01-2) 0-093
SLEDAI-2K,
Change from baseline in -2:2(1-9) -1.9(2-2) -0-2(-1-1to 0-6) 0-394*
PGA
BICLA response 21 (35%) 14 (33%) 2% (-17t020)  0-994*
Additionalendpoints
SRI-5 response 26 (43%) 9 (21%) 22% (4 to 40) 0-022*
SRI-6 response 26 (43%) 8 (19%) 24% (7 to 42) 0-012*
No worsening in BILAG 29 (48%) 11 (26%) 22% (4to 41) 0-028*
score
No worsening in PGAT

Patients, n/N (%) 51/55 (93%) 29/32 (91%) 2% (-9to 13)

Mean response rate, % 92:-4% (81-4t0 97-1) 88-9% (73-4t0 95-9) - 0-312*

(95% Cl)
SLEDAI-2K responset

Patients, n/N (%) 38/53 (72%) 15/31 (48%) 23% (410 42)

Mean response rate, % 76-8% (76-4t077-2) 49-1% (48-2to 50-0) - 0-007*

(95% Cl)
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Supplemental Figure 3. Mean change in anti-double-stranded DNA (dsDNA) autoantibodies (A),
Complement C3 (B), and Complement C4 (C) between week 0 and week 24. GMean = geometric mean. SE =
standard error.
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Discussion (1)

Janssen Announces Discontinuation of
Phase 3 LOTUS Study Evaluating
Ustekinumab in Systemic Lupus
Erythematosus

SPRING HOUSE, PENNSYLVANIA, June 26, 2020 — The Janssen Pharmaceutical Companies of Johnson
& lohnson announced today its decision to discontinue the Phase 3 LOTUS study of STELARA®Z
(ustekinumab) in Systemic Lupus Erythematosus (SLE) due to lack of efficacy in SLE.

About the LOTUS Program

LOTUS is a global, randomized, double-blind, placebo-controlled, parallel-group Phase 3 study of ustekinumab in
individuals with active Systemic Lupus Erythematosus. It enrolled 516 patients, including representation from
minority populations who are disproportionately impacted by lupus. The Primary Endpoint is the proportion of
participants with a composite measure of SRI-4 (Systemic Lupus Responder Index) response at Week 52.

A second Phase 3 study, LOTUS-C, to be conducted in China was planned but will not start given this decision.
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