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Enpatoran, a Toll-like receptor 7/8 inhibitor, in moderate-to-
severe systemic lupus erythematosus: findings from

Cohort B of a multicentre, international, double-blind,
placebo-controlled dose-finding phase 2 trial
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Background: SLE& TLR 7
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Background: Enpatoran Phaselb
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IV  Enpatoran, a first-in-class, selective, orally
%ﬁ administered toll-like receptor 7/8
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Method: Design & Randomisation

WILLOW study: 22A E132/5% Tt & 1L7-RCT, Phase 2

T 75— M A (Lancet Rheumatol. 2026 May 7:52665-9913(25)00337-6) & B(4mon#x) H¥dH 5
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Cohort B
(N=354)

Active SLE: BILAG
1A/2B and = of

the following:

« CLASI-A =8

« SELENA-SLEDAI =6
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| Screening’ 24-week double-blind treatment period | Safety follow-up*

Enpatoran 100 mg BID

Part 1 (N=60)

Part 2 activated when ~60 participants enrolled in Part 1

Enpatoran 25 mg BID

Enpatoran 50 mg BID
Part 2 (N=294)
Enpatoran 100 mg BID



Method: Inclusion and Exclusion Criteria

[Inclusion] [Exclusion]
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Method: Outcomes

Primary endpoint

Week 2485 5 DBICLA response3x
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Method: Procedures

enpatoran 25/50/100 mg % 7z (ZplaceboZx 1 H2[EX & 5
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Z |ECLASIE L UCLA-IGATEERRY (Z &R

BICLA response ; R—X 74 VEEOAROATHTRTB,C, £/41EDICHKEL,
2LBBICIZETBRaOT7HACEIEDICEHE + BILAGOE LR L + R—X T A
H B 24BE £F TOSELENA-SLEDAIOEA L L + R—=X T4 B L T
PGAN 0.3 K4 > FULEENZ L



Method: Statistical analysis

Analysis sets

BNMEIZfull analysis set, Z& M4 (1L E#R 55, K& i £ CLASIXT SRB THRET

Primary analysis

Week 24DBICLA responsellxfd 2 HERIOEZ — I ZELLRFIEETT Y > 7 T
Sample size / Power

Placebo 25%, == FHE50% D BICLA responseZ{&iE L, 80% power % 5% 7F
Secondary / exploratory analyses

—{E7 7 b B LlZlogistic regression, &t 77 7 b A LIZMMRM, flareldCox/Kaplan—Meier THEAT
Missing data / Non-response
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Result: Characteristics

EHh 4 0T |
ANFE @ 7T AIEE25%F2
MR ERR] - 10 LT
IFN-GSE1E : $970%
SELENA-SLEDAI=10 : #]70%
R - BB A A% S5 3 e
BILAG A>1 : #135%
CLASI-A severe:#)5%
PSL>10mg : #50% e
ISHEF © #955% =



Result: Primary Endpoint

Placebo 25 mg enpatoran 50 mg enpatoran 100 mg enpatoran
(n=94) (n=71) (n=74) (n=114)
Primary efficacy outcome at week 24 (full analysis set) { B I C LA&,"\_ g]
Detection of enpatoran dose-response relationship in BICLA .014 'L’\
response based on MCP-Mod*(parts 1 and 2 combined), p-value A
BICLA response rate at week 24 (supplementary analysis) 100~ —— Placebo twice daily (1=94)
Response rate 37 (39%) 41 (58%) 36 (49%) 56 (49%) 90 —e— 25 mg enpatoran twice daily (n=71)
Percentage difference in response rate (95% Cl) 18 (3to 33) 9 (-6to 24) 10 (-4 to 23) —— 50 mg enpatoran twice daily (n=74)
OR (95% C1) 2-2 (1110 4-0) 1.5 (0-8 to 2-8) 1.6 (0-9 to 2-8) 80~ —=— 100 mg enpatoran twice daily (n=114)
p-value versus placebot 0-0088 0-10 0-052 2 704
Subgroup analyses of BICLA response rate at week 24 % 60~
IFN-GS high (=0-71) at baseline %— 50~
Response rate 31% (21 to 44) 61% (47 to 74) 52% (37 to 66) 49% (38 to 61) 5 40
Percentage difference in response rate (95% Cl) 30% (12 to 46) 21% (3 to 38) 18% (2 to 33) g 304
OR (95% Cl) 3.4(1-6t0 7-3) 2.4 (1-1to 51) 21(11to4-2)
p-value versus placebo 0-0013 0-026 0.027 <0<}
High glucocorticoid use (daily prednisone-equivalent dose =10 mg) at baseline 104
Response rate 37% (24 to 52) 68% (50 to 83) 61% (44 to 77) 53% (39 to 66) 0 T T T T T 1
Percentage difference in response rate (95% Cl) 30% {9 to 49) 24% (2 to 43) 15% (-4 to 33) 0 4 8 - ](2 k) H “ o
ime (weeks

OR (95% C1)

p-value versus placebo

o 20BFS TOBICLAKRILZER
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0-03

1-9 (0-9 to 4-0)
011
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Result: Secondary Endpoint

Placebo
(n=94)

25 mg enpatoran
(n=71)

50 mg enpatoran
(n=74)

100 mg enpatoran
(n=114)

Secondary efficacy outcomes at week 24 (full analysis set)+

BICLA response and glucocorticoid reduction§

Response rate

OR (95% C1)

p-value versus placebo (one-sided)

Percentage difference in response rate (95% Cl)9i
SRI-4 response§

Response rate

OR (95% C1)

p-value versus placebo (one-sided)

Percentage difference in response rate (95% Cl)9|
Attainment of LLDASS

Response rate

OR (95% Cl)

p-value versus placebo (one-sided)

Percentage difference in response rate (95% CI)]
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16/51 (31%)

50/94 (53%)

23/94 (25%)

<& GCE

20/34 (59%)
33(13t08-2)
0-0056

28% (6to 47)

44171 (62%)
15(0-8t02-8)
011
9% (-7 to 24)

21/71 (30%)
13 (0-6t0 2:6)
024
5% (8 to 19)

20/36 (56%)
2.8(11t06.7)
0.013

24% (3t0 44)

48/74 (65%)
17(0-9t03-2)
0.052

12% (-3to 26)

32/74 (43%)
2:5(13t04-9)
00039

19% (4 to 33)

28/59 (48%)
21(1-0to 4-6)
0-034

16% (-2to 33)

771114 (68%)
1.9(1-1t0 3:5)
0-012

14% (1to 27)

35/114 (31%)
1.5 (0:8t0 2-8)
011
6% (-6 to 18)
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-~ 25 mg enpatoran twice daily (n=29)
#— 50 mg enpatoran twice daily (n=38)
-a— 100 mg enpatoran twice daily (n=54)
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Result: Exploratory Endpoint

[REAEIRZE 3 5 CLASAI-50 & fnER]
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100 A40%
0 ’
90 A37%
o 80 | r \
% 70 | A7
§ (—/;\
& 60
)
o C
g 79 82
< 40
< 59 OR 5-4 OR 6:2
o 30 0148t |@4-159)
i OR23 (2:0-14.8)1
o 42 (0-8-6:1)
10
9 i 1 1
Placebo twice 25mg 50 mg 100 mg
daily (n=41) enpatoran enpatoran enpatoran
twice daily twice daily twice daily
(n=29) (n=38) (n=54)

o EnpatoranZt I, 248 = TCLASI-50
B L UOCLASI-TORIGER AT E R E

&)

[IFS-GSD#F2]

N
v

IFN-GS, linear scale
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Number of
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Result: Safety

Placebo (n=95) 25 mg enpatoran 50 mg enpatoran 100 mg enpatoran
(n=71) (n=74) (n=114)
Any adverse event 61 (64%) 43 (61%) 47 (64%) 70 (61%)
Any treatment-related adverse event 19 (20%) 13 (18%) 19 (26%) 22 (19%)
Grade =3 adverse event 6 (6%) 1(1%) 3 (4%) 5(4%)
Grade =4 adverse event 1(1%) 0 0 0
Serious adverse event 3(3%) 1(1%) 3 (4%) 5(4%)
Adverse event leading to study drug discontinuation 6 (6%) 2 (3%) 5 (7%) 3(3%)
Adverse event leading to death 0 0 0 0
Any adverse event of special interest* 3 (3%) 1(1%) 0 3 (3%)
Adverse events with an incidence of 5% in any groupt
Gastrointestinal disorders
Diarrhoea 7 (7%) 4 (6%) 2 (3%) 2 (2%)
Infections and infestations
Upper respiratory tract infection 6 (6%) 7 (10%) 9 (12%) 8 (7%)
Urinary tract infection 9(9%) 2 (3%) 5(7%) 11 (10%)
Nasopharyngitis 4 (4%) 2 (3%) 6 (8%) 10 (9%)
Influenza 6 (6%) 5 (7%) 2 (3%) 5 (4%)
Asymptomatic bacteriuria 2 (2%) 4 (6%) 3 (4%) 2 (2%)
Herpes zoster 2(2%) 2 (3%) 2(3%) 2 (2%)
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Discussion
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Discussion

« BEMRIL, KEBREEH T 5 8%E, baseline TIFN-GSEED BE, 713
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