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Method

Inclusion criteria
- 18Uk

- 1997 FACRET D FBEZE or 2012FSLICCHEERE EZ Kw7/= T
» XN—XDSELENA-SLEDAID 6 A

- VI FUERL601E L E A D
frds-DNATLIE/SmPTIA/ISS-AiR/f1 ) v IBEIER D Wg hfF1E

cHEBLEDEBEBENKZLEFHLTULZAL
PSL<30mg or <0.5 mg/kg, HCOQZ{HEAH L TWLWaiGaIdlsy AR bixs
ENLTE
SEIMHFHIMME, LZ7IL/ 2k, U RTA K, MTX, AZA)IE2 45 AF]
NOTEEEENEZE INTULARL



N

77 Exclusion criteria

IL-212 52320 : @BUE. EEIERRE. (KERRIME. BBk

BEALIEREE | BHEE(eGFR<60mL/min, JREHR =2g/H). EEPRHRRE.
NYHA 3 E DA e, FFEE

LEURIINY L7 zixs

64 BLURICRTXA&E

MALINICY 7R RRY > IFN-a, EY 7 URF R ERKRE
WBC<2000/mm3, Hb=8.0 g/dL. Plt<bA/uL

HIV 1/24tA %1%, HBsHtRFEME. HCV RNARGME

SELINDEMLIES

24 B ARNIC R FAiT




Tﬁgif ILT-101 or placebo

ILT-101(15041U/H | bo: ™ E X X X X
( /H) or placebo // // // //
responder -7 < _/
00007/ Y / 13w 14w 15w 24w
d1~5 lw 2w 12w \ follow up
—

non-responder
FaE. BF&. BEAN, AROFFMEBEILEDEBEENEDEICE|IYFIToNTWEHhrHo I NLh o7z

PSLUADGREERE : BEbBEHLZE LA

PSL :

>20 mgDiGe. weekdLBE, SELENA-SLEDAING LT HDSRI-4ZER L 7=,
BEIC25mg/BT DE L. weekl2 Tl mgF TRER]

weekl12[&, SELENA-SLEDAIAGEU T A DSRI-43ZER L 7=, B&EIC2.5mg/HT 2E= L.
week24T7.5 mgE CTRER




End point
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189 patients screened

89 Screenina failures

100 Patients Randomised

50 assianed to Placebo

v v
21 non-
29 responders
responders o
v v
3 non-
Repsnda 26 responders
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50 assigned to ILT-101

v v
16 non-
34 responders
responders
v v
3 non-
responders 31 responders

1Lr-101 Placebo
Age (years) 417 404
Sex
Female 49 (98%) 42 (84%)
Male 1{(2%) 8 (16%)
Race
Asian 1(2%) 12%)
Black or African-American 2 (4%) 0 (0%)
Caucasian/White 35 (70%) 39 (78%)
Caucasian/Mix 9 (18%) 8 (16%)
Unknown 3 (6%) 2 (4%)
BMI 25.1 (4.88) 25.0(5.43)
Disease duration (years) 10.7 (8:2) 8.4 (7.1)
SELENA-SLEDAI 10.8 (3.9) 10.3(3.2)
SELENA-SLEDAI >10 18 (36%) 21 (42%)
=1 BILAGA 24 (48%) 19 (38%)
=2 BILAGB 11 (22%) 16 (32%)
PGA score (scale 0-3) 1.9(0.4) 1.9(0.5)
History of lupus nephritis 3(6%) 0 (0%)
Positive for ANA 50 (100%) 50 (100%)
Positive for anti-dsDNA-Abs 29 (58%) 29 (58%)
Low C3 and/or C4 concentrations 15 (30%) 20 (40%)
GC dose, mg/day 10.9 (4.2) 11.2(6.7)
GC dose >7.5mg/day 41 (82%) 33 (66%)
Use of antimalarials 38 (76%) 39 (78%)
Use of immunosuppressants 25 (50%) 20 (40%)
Mycophenolate mofetil 8 (16%) 6 (12%)
Azathioprine 15 (30%) 14 (28%)
Methotrexate 1(2%) 0 (0%)
Leflunomide 1(2%) 0(0%)
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ITT population
Analysed: n=50

v

ITT population
Analysed: n=50

T

PP population
Analysed: n=29

population excliuding:
Patients from 1 country for which
placebo response rate was 100% (n=14)
Patients with baseline SELENA-SLEDAI
score <6 (n=2)
Patients with baseline clinical SELENA-
SLEDAI score <4 (n=1)
patients who received less than
B0% of study drug administration
between day 8 and week 12 (n=4)

v

aT

PP population
Analysed: n=24

population excluding:
Patients from 1 country for which
placebo response rate was 100% (n=13)
Patients with baseline SELENA-SLEDAI
score <6 (n=3)
Patients with baseline clinical SELENA-
SLEDAI score <4 (n=2)
patients who received less than
80% of study drug administration
between day 8 and week 12
(n=8)

PP population
(n=53)

ILT-101 Placebo
(n=24) (n=29)
Age (years) 413 38.2
Sex
Female 24 (100%) 27 (93.1%)
Male 0 (0%) 2 (6.9%)
Race
Asian 0 (0%) 1(3.4%)
Black or African-American 2 (8.3%) 0 (0%)
Caucasian/White 14 (58.3%) 21 (72.4%)
Caucasian/Mix 7 (29.2%) 7 (24.2%)
Unknown 1(4.2%) 0 (0%)
BMI 25.4(5.4) 26.3 (6.6)
| Disease duration (years) 13.7 (9.59) 8.4 (7.99)
SELENA-SLEDAI 113 (3.37) 10.4 (3.26)
SELENA-SLEDAI >10 11 (45.8%) 12 (41.4%)
=1 BILAGA 6 (25%) 5(17.2%)
|22 BILAG B 7 (29.2%) 13 (44.8%)
PGA score (scale 0-3) 1.85 (0.42) 1.73 (0.45)
History of lupus nephritis 2 (8.3%) 0 (0%)
Positive for ANA 24 (100%) 29 (100%)
Positive for anti-dsDNA-Abs 16 (66.7%) 20 (69%)
Low C3 and/or C4 concentrations 9 (37.5%) 10 (34.5%)
GC dose, mg/day 11.4 (5.60) 12.3 (8.04)
GC dose >7.5 mg/day 18 (75.0%) 18 (62.1%)
Use of antimalarials 20 (83.3%) 25 (86.2%)
Use of immunosuppressants 16 (66.8%) 15 (51.7%)
Mycophenolate mofetil 7 (29.2%) 4 (13.8%)
Azathioprine 7(29.2%) 11 (37.9%)
Methotrexate 1(4.2%) 0 (0%)
Leflunomide 1(4.2%) 0 (0%)
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Key secondary efficacy end point

ITT population PP population
(n=100) (n=53)
OR* OR*
differencet differencet
ILT-101 Placebo HR1* ILT-101 Placebo HRt*
(n=50) (n=50) (95% CI) P value (n=24) (n=29) (95% Cl) P value
Secondary end points
Changes in SELENA-
SLEDAI score from
baseline to week 12
Absolute change -5.13(4.13) -5.44 (3.54) -0.38t 0.4696 —-6.08 (4.18) -4.52 (3.37) -1.92t 0.0181
(-1.42 to 0.66) (—3.49 to 0.34)
Relative change —47.46% (41.28) -51.07% (30.00) —0.85%t 0.8683 —~55.27% (36.41) -41.94% (27.25) -16.11t 0.0322
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(a)

(b)

- - (d)
Z DM DOIRRIIFHmIE s
S 0 = p=0.0133 p=0.0212 @ p=0.0117
— — Q
2 80 5 80 <
ITT population PP population = < 3 121
(n=100) (n=53) 2 2 ¥
€ 60 € 60 =
OR* OR* e 2 &
differencet differencet 2 K I 81
17101 Placebo HRt* 1101 Placebo HRT* 5 = 401 £
(n=50) (n=50) (95% C1) P value (n=24) (n=29) (95% C1) P value LT: ‘_z' o 4
SRI-4 response at 25 (50.0%) 20 (40.0%) 1.76* 0.1983 19 (79.2%) 12 (41.4%) 6.85* (1.78 10 0.0051 B 20 0 20 e
week 8 wio reatment (0.74 t0 4.14) 26.33) 37.8%t =
failure* o4
SRI-6 response at week 28 (56.0%) 24 (48.0%) 133° 0.4881 17 (70.8%) 1 (37.9%) 4.58° 0.0133 ILT-101 Placebo ILT-101 Placebo ILT-101 Placebo
(a ) 12 wlo treatment (0.59 to 3.01) 8.0 (1.37 10 15.28) ( )
failure* %t 32.9%t 3 (e) C
SRI-8 response at week 15 (30.0%) 16 (32.0%) 0.81° 0.6419 11 (45.8%) 4(13.8%) 5.15° 0.0212 = p=0.0327 __ 90 .
(b) 12 wio treatment (0.33 10 1.98) (128 1020.73) D 2 - c
failure* 2.0%1 32.0%t E 4] < 40 .
BICLAresponse at 32 (64%) 34 (68.0%) 1.56° 0.4843 17 (70.8%) 16 (55.2%) 2.08* 0.2175 8 .l 2
week 12 (0.31 10 7.72) (0.65 to 6.69) e, g 301
4.0%1 15.6%+ 8 -1 5 o
Absolute change in ~ -10.22(7.28)  -11.08(822)  0.07t 0.9553 -842(492)  -876(834) 169t 0.4144 O .24 € 204
BILAG score from (-2.32 10 2.46) (~5.82 to 2.44) £ 4 @
baseline to week 12 8, -31 5
Absolute change -084(054)  -092(052)  -0.02t 0.8113 -079(055  -077(052)  -0.15t 0.3258 e -4 ]
in PGA score from (~0.20 t0 0.16) {(-0.45 10 0.15) £ .54 r R
baseline to week 12 o 5 0 3 8 1
Patients in remission at 16 (32.0%) 13 (26.0%) 1.24" 0.6484 10 (41.7%) 5 (17.2%) 5.00° 0.0291 ILT-101 Placebo S Gemialon)
(C) week 121 (0.49 10 3.17) (1.181021.22)
6.0%¢ 245%¢ Xremission: SELENA-SLEDAI=2
Time to first SRI-4 8.1(95% C1: 8.0, 12.0(95% Cl; 1,611 0.1397 8.0 (95% Ci: 4.0, 12.0(95% Cl:  2.281" 0.0117 _. 1001 soryy R ILT-101
(d ) response (weeks) 12.0) 8.1,12.1) (0.97 t0 2.68) 8.0) 8.0, NO) {1.14 10 4.55) 2 19123 W Placebo
Timetofistflareto  NC(95%Cl:  NC(95% C112.1, 0.59t* 0.2600 NC(95% Cl: 121 (95%Cl:  0.101* 0.0150 @ 801 . 1317
week 12 (weeks) 12.4,NQ) NG (0.23t01.52) 12.4,NC) 12.0,NC) (0.01 0 0.83) S SER i
cw 'y 3
Flares until week 12: 4 (9.1%) 6 (13.6%) 1.061* 0.9086 2(8.7%) 5 (20%) 4241* 0.0660 S 3 60 1@ 10118
mild/moderate (SFI) (0.38 t0 2.95) {0.91 t0 19.76) 2L
-4.5%t -123% 25
SE 40 ,
Mean GC dose o = 515
At baseline 1093 mgiday  1120mg/day  -2.09t 0.0248 1.02mg/iday  12.33mglday  —4.081 0.0216 S
At week 12 1010mg/day 1161 mg/day  (-3.90 10 0.27) 935mg/day  12.33mglday  (~7.52t0063) & 209
Change in GCdose  —0.89 (3.35)  0.05 (0.81) -0.52 0.0358 -167(351)  0.00(0.00) -0.89 0.0327 S
( e ) (mg/day) from baseline (~1.00 to 0.04) {~1.70 to 0.08) 0
to week 12 Arthritis Rash Mucosal  Alopecia

ulcers
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ILT-101 (n=50) Placebo (n=50) Total (n=100)
E N (%) E N (%) E N (%)

Any adverse event 235 39 (78%) 104 30 (60%) 339 69 (69%)

Adverse events of severe intensity 6 4 (8%) 2 2 (4%) 8 6 (6%)

Treatment-related adverse events 139 26 (52%) 32 8 (16%) m 34 (34%)

Most frequently reported treatment-related adverse events*

[ injection site reaction 66 21 (0% | 4 3 (6%) 70 24 (24%)
Diarrhoea A 4 (8%) 0 0 (0%) q 4 (4%)
Asthenia 5 3 (6%) 7 1 2%) 12 4 (4%)
Fever 6 3 (6%) 0 0 (0%) 6 3 (3%)
Influenza-like symptoms 26 2 (4%) 0 0 (0%) 26 2 (2%)
Cough 2 2 (4%) 1 12%) 3 3 (3%)
Nasopharyngitis 2 2 (4%) 0 0 (0%) 2 2 (2%)
Arthralgia 2 2 (4%) 0 0 (0%) 2 2 (2%)

Serious adverse events (SAEs) 3 3 (6%) 2 2 (4%) 5 5 (5%)
Treatment-related SAEs 1 1(2%) 0 0 (0%) 1 1(1%)
Deep vein thrombosis 1 1(2%) 0 0 (0%) 1 1(1%)
Unrelated SAEs 2 2 (4%) 2 2 (4%) 4 4 (4%)
Pleuropericarditis 1 1(2%) 0 (0%) 1 1(1%)
Fatigue 0 0 (0%) 1 1(2%) 1 1(1%)
Lower respiratory tract infection 1 1(2%) 0 0 (0%) 1 1 (1%)
Vasculitis cerebral 0 0 (0%) 1 1(2%) 1 1(1%)

Results are reported in total number of adverse events (E) and in n (%) of patients having experienced at least one adverse event.

*Adverse events reported in >2% of patients in the ILT-101 arm.
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Discussion
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