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Cereblon E3 ligase modulator (CELMoD)
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[Am J Hum Genet 2012: 90: 648-60.] [Nat Genet. 2013:45(10):1238-43.]
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Iberdomide

Cereblon modulator iberdomide induces degradation Ph 1
of the transcription factors Ikaros and Aiolos: \ 05008 Aoy roducton dasé€
immunomodulation in healthy volunteers and ]
relevance to systemic lupus erythematosus [Ann Rheum Dis. 2018;77:1516-23.]
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 Primary endpoint :
SLE Responder Index (SRI-4) (24:8)

Placebo-Controlled  Blinded Active- Observational
Treatment Phase Treatment Phase Long-Term Extension Phase  Follow-up Phase

Iberdomide,
— 0.30 mg Iberdomide, 0.30 mg once daily
once daily
:1:2)
Iberdomide,
— 0.15 mg Iberdomide, 0.15 mg once daily
once daily
| . . bedmdetSmgoncedsh
. Iberdomide, 0.30 mg once daily
| | | | |
Basaline 1|'|||Iflc wk wk wk wk
fwk 0) 247 52 104 108 116
* Randomizatio L1
Wamen
Primary end point |

SRI4 response Men
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Table 1. Baseline Demographic and Clinical Characteristics of the Patients.*

Iberdomide, Iberdomide, Iberdomide,
0.45 mg 0.30 mg 0.15 mg Placebo Total

Characteristic (N=81) (N=82) (N=42) (N=83) (N=288)
Age —yr 46.4+11.2 44.7+13.7 43.8+13.0 434133 44.7+12.8
Female sex — no. (%) 79 (98) 77 (94) 41 (98) 81 (98) 278 (97)
Race —no. (%6) T

Black 5 (6) 6 (7) 3(7) 7(8) 21 (7)

White 60 (74) 59 (72) 29 (69) 60 (72) 208 (72)

Other 16 (20) 17 (21) 10 (24) 16 (19) 59 (20)
Hispanic or Latino ethnic group — no. (%) 33 (41) 46 (56) 21 (50) 41 (49) 141 (49)
Geographic region — no. (%)

United States or Canada 18 (22) 20 (24) 9 (21) 16 (19) 63 (22)

Europe 31 (38) 18 (22) 11 (26) 27 (33) 87 (30)

Mexico or South America 29 (36) 39 (48) 20 (48) 35 (42) 123 (43)

Russia 3(4) 5(6) 2(5) 5(6) 15 (5)
Median time from initial diagnosis of SLE to 9.0 (0.5-31.7) 7.3 (0.5-35.8) 7.3 {(0.9-35.7) 5.7 (0.5-35.8) 7.2 (0.5-35.8)

randomization (range) — yr

Antinuclear antibody level =1:80 — no. (%) 79 (98) 82 (100) 42 (100) 83 (100) 286 (99)
Mean SLEDAI-2K global scoref: 9.5+2.8 9.6+2.7 9.5+2.8 9.8+3.6 9.6+3.0
BILAG-2004, 1 A score or »1 B score — no. (%) 59 (73) 60 (73) 35 (83) 65 (78) 219 (76)
Mean PGA scoreq| 1.7+0.5 1.7+0.3 1.7£0.4 1.7:0.4 1.7+0.4
Mean CLASI-A activity| 7.2+7.2 7.1£7.9 7.2+6.1 6.3£6.5 6.9:£7.0
Cutaneous lupus subtype — no. (%)

Acute 38 (47) 43 (52) 30 (71) 50 (60) 161 (56)

Subacute 12 (15) 9 (11) 9 (21) 17 (20) 47 (16)

Chronic 29 (36) 23 (28) 14 (33) 18 (22) 84 (29)
No. of affected joints

Swollen 5.5+4.0 7.2:6.1 7.2+6.4 6.4+4.7 6.5+5.3

Tender 8.2+5.8 5.8+7.4 3.6x5.9 8.7+6.1 8.9:6.4
High gene signature — no. (%)

Aiolos 36 (44) 32 (39) 14 (33) 27 (33) 109 (38)

Type | interferon 57 (70) 49 (60) 25 (60) 48 (58) 179 (62)

Ikaros 64 (79) 53 (65) 28 (67) 56 (68) 201 (70)




Primary endpoint

Response on the SLE Responder Index (SRI-4) at Week 24
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Secondary endpoint

« SLEDAI-2K 4L R4 - 0.45mg#f 56%, PC 36%
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B lberdomide, 0.45 mg Iberdomide, 0.30 mg Iberdomide, 0.15 mg Placebo
Adjusted difference,

1004 Adjusted difference, Adjusted difference, 26.8 percentage points
: : (95% CI, 7.5-43.5)
19.4 percentage points 32.9 percentage points

90-  (95%Cl, 4.1-33.4) (95% Cl, 7.7-52.9)
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No. of Patients 0 81 82 42 83 45 49 28 55 36 32 14 27 24 32 17 34 57 49 25 48
Overall Low Aiolos High Aiolos Low Type I Interferon High Type | Interferon
Gene Signature Gene Signature Gene Signature Gene Signature

« Aiolos gene signature = WEE TSRI-AZERZEAPC L Y &0V (64%-30%)
e Type 1 IFN signatureh = W EE © 60%, 43%, 60%, 33%
e |[karos gene signature A’ WL EE : 55%, 40%, 43%, 38%
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Discussion
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