Iberdomide, bortezomib, and dexamethasone in transplant-ineligible newly diagnosed multiple myeloma:
results from the CC-220-MM-001 trial
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e Neutropenia and infections were the most common grade 3/4 TEAEs, respectively

Introduction IberVd demonstrates high efficacy (ORR 100%) with deep responses in patients with TNE NDMM T opene occured in © (35.3%) patients, with grade 3/4 neutropenia occurring i

e |n patients with newly diagnosed multiple myeloma (NDMM), the immunomodulatory drug — Infections occurred in 13 (76.5%) patients, with 6 (35.3%) patients experiencing grade 3/4 infections
(IMiD®) lenalidomide (LEN) forms a standard of care in combination with bortezomib (BORT) and Figure 3. Efficacy of IberVd in patients with TNE NDMM e COVID-19 occurred in 5 (29.4%) patients, which was mild in most cases, and 3 (17.6%) patients
dexamethasone (DEX), and more recently, with daratumumab (DARA) and DEX® had pneumonia

e Iberdomide (IBER) is a novel, potent oral CELMoD™ agent with increased tumoricidal activity and  Overall, non-hematologic grade 3/4 TEAEs were relatively low
immune-modulatory effects compared with IMiD agents?> (Figure 1) .

e |n preclinical studies, IBER in combination with BORT and DEX (Vd) demonstrates synergistic ORR? 100% Efficacy
antiproliferative activity and deeper apoptosis of myeloma cell lines compared with either LEN or 100 - IBER | e | eallem L es | @ | an || e lemollen ke leas lean e les ke ke leas e e e All patients in the efficacy evaluable population had a response to IberVd (Figure 3)
pomalidomide + Vd** n dose — The ORR was 100%, 14 (87.5%) patients achieved a VGPR or better, and 9 (56.25%) patients

* In the ongoing phase 1/2 CC-220-MM-001 trial (ClinicalTrials.gov: NCT02773030), IberVd has shown 1.0 mg PR VGPR sCR IS achieved a CR or better
promising preliminary efficacy and safety in patients with relapsed/refractory multiple myeloma® 30 CR MR | PR e The median time to first response was 0.72 (range, 0.69-3.91) months, and the median follow-up
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7 (43.75 = was 12.63 (range, 3.91-16.43) months
Figure 1. Mechanism of action and downstream effects of IBER § ( ) 56.25% - s - . : e Patients treated with IberVd had deep and durable responses
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Karos/ Proteasome e : Q. > VGPR 43.0%" (range), months  |berVd led to robust Aiolos degradation (median > 50.0% decrease) in patient BM samples (Figure 4A)
Aiolos ™~ ) m PR —
ROC1 _ B 552 modulation Q 5 (31 -25) 87.5% PR | VGPR 12.63 (3 91-16 43) e |berVd induced activation of CD8+ T cells and proliferation of CD4+ T cells and NK cells (Figure 4B)
CUL4 . \ (TIL-2, IFN-y) ' 20 - — A median increase of 177% in T-cell proliferation was observed with IberVd treatment
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e To report updated results from the dose-expansion cohort of the CC-220-MM-001 trial evaluating msCR mCR mVGPR m PR W sCR mCR EVGPR m PR MR B SD = On treatment at time of data cute ),
IberVd in patients with NDMM who are not intended for transplant (ie, patients who are transplant- 300 -
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ineligible [TNE] or not receiving autologous stem cell transplant [ASCT] as their first therapy)

No events of progressive disease or death were reported 200 -

100 -

Methods

20RR (PR or better); "Data cutoff: June 23, 2023; °Efficacy-evaluable population; At a threshold of 10-5; BORT was administered during C1-8 only; fFrom univariate analysis for all responders without adjusting for censoring.
CR, complete response; MR, minimal response; ORR, overall response rate; PR, partial response; sCR, stringent complete response; SD, stable disease; VGPR, very good partial response.
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Study design and treatment

902-1008

e CC-220-MM-001 is a phase 1/2 study evaluating IBER with different treatment combinations in

multiple myeloma (MM) (Figure 2A) — Thirteen (72.2%) patients continued on treatment, with the most common reason for Safety S RS, e C1D1 C4D8
: : : : Resu ltS discontinuation being patient withdrawal . . . e LD N R AC T —e-Prolif NK cells ~ -e- Act CD8+ T cells -~ Prolif CD4+ T cells
* Patients received oral IBER (1.0, 1.3, or 1.6 mg) for 14 days over 21-day cycles in cycles 1-8 with o All patients experienced = 1 TEAE; 13 (76.5%) patients had a grade 3/4 TEAE (Table 4) D138 irec): Aolos (brown) (%Ki-67+) (%HLA-DR+) (%Ki-67+)
— Only 1 patient discontinued treatment due to an AE of peripheral neuropathy

BORT and DEX, and for 21 days over 28-day cycles from = cycle 9+ with DEX

> ° o . o
o Key el]g]b]l]ty Criteria, treatment, and endeintS are ShOWn in Figure 2B Patients Table 2. Patient disposition Table 4. MOSt common (_ 25/) all grade) TEAES Act, activated; HLA-DR, human fedkocyte antisen - DR BSotype; Prol, profiferating.
. . e At data cutoff (June 23, 2023), 18 patients had received IberVd IberVd TNE NDMM
Figure 2. CC-220-MM-001 study design (u 23), 18 p | | | IberVd TNE NDMM (N = 17)°
— Seventeen patients received IBER at 1.6 mg, 1 patient received IBER at 1.0 mg, and no patients Patient disposition? CERE)) -
Phase 1: dose escalation Phase 2: dose exbansion? received IBER at 1.3 mg (due to slow recruitment; enrollment closed before any patients were Foll p” h 14.0 (0.7-18.0 Most common (2 25% all grade) Conclusmns
i i P enrolled to this dose level) ollow-up, median (range), months .0 (0.7-18.0) TEAEs and events of interest,? n (%) All grade Grade 4
L o ° ° ° ° ° °
Colonts iConoren * Baseline characteristics are shown in (Table 1), and patient disposition shown in (Table 2) Ongoing treatment, n (%) 13 (72.2) o TEAE 7 (100 pr— 43 - * In this cohort of patients with TNE NDMM, IberVd showed high efficacy with deep,
. : : o
— Median age was 77.5 (range, 57-84) years and 11 (61.1%) patients had high-risk cytogenetics D'SCO."t'"ue.d treatment, n (%) 5 (27.8) ny (100) (52.9) (23.5) onsoing resp.onses | | o 0 |
éé’é“f; I?X Coholr; EIR(bpsttE?(CMA) — Median follow-up was 14.0 (range, 0.7-18.0) months Patient withdrawal 3(16.7) Hematologic TEAEs — Thﬁ.OR.R ll‘\l/ (??DTQ efﬁlcjzact:‘z/-evalzal;éezgg}pu;atuip wtas 1(:]%, .w1t(I2 R87.5b£ ﬂ” patients
AE 1.6 Neutropenia 6 (35.) 2 (1.8 2 (1.8 schieving YPR or better and o6 207 of patients schievine CR or betier
Cohort E Cohort J1 (NDMM TNE) : - L e . — Among patients who achieve or better, b) patients were
IBER + DARA + DEX IBER + BORT + DEX Table 1. Baseline characteristics Physician decision 10.6) Thrombocytopenia 5 (29.4) 1 (5.9) 1 (5.9) ) : -5
3Data cutoff: June 23, 2023; ®1 patient was enrolled but not included in the safety population due to self-withdrawal (appointment absence). . MRD negat]ve at 10
Cohort F Cohort K (NDMM TNE) Ch |berV((;|‘lTN$8I;DMM RDI, relative dose intensity; TEAE, treatment-emergent AE. Anem]a 4 (23.5) 1 (5.9) O —_— 68.8% Of pat-ients responded -in < 6 WeekS
IBER + BORT + DEX IBER + DARA + DEX aracteristic? = , : :
: e TEAEs led to IBER dose interruptions in 13 (76.5%) patients and IBER dose reductions in 8 (47.1%) Lymphopenia 4 (23.5) 0 0 — At data cutoff, no events of documented progressive disease or death were reported
|BERCf IZ;OFth . DEX Age, median (range), years 77.3 (57-84) patients (Table 3) Non-hematologic TEAEs e The safety profile was manageable with no new safety signals
Sex, n (%) — Peripheral neuropathy was the main cause of dose reductions due to TEAEs for both IBER Peripheral edema 11 (64.7) 1 (5.9) 0 — Most grade 3/4 TEAEs were hematologic and the occurrence of other grade 3/4
B Key eligibility criteria Treatments Endpoints Male 12 (66.7) (4 [23.5%] patients) and BORT (4 [23.5%] patients) erih ot i N 64.7 1 ‘9 X non-hematologic TEAEs was low
IBER + BORT + DEX Race, n (%) ~ I(Datlents5r5ec;e11\6eodoa) ?}eilla”;;f 16 cycles (range, 1.0-21.0), with an IBER RDI of 83.9% eripherat sensory neuropathy (64.7) (5-9) — Only 1 patient discontinued treatment due to an AE of peripheral neuropathy
IBER (oral): 1.0, 1.3, or 1.6 - Primary: effi , range, 35.1-100. able inati : : : : : .. L. :
* NDMM D1-14(?;ac)1-8, and D1?2r1 in 212%0” SP;glta;ry ey ane White 17 (94.4) . Constipation 10 (58.8) 1(5.9) 0 e |BER induced robust Aiolos degradation and immune stimulation in combination with Vd
o eiliv ‘ D1 4 8 and et Il Not collected or reported 1 (5.6) Table 3. Dose modifications and treatment exposure Insomnia 8 (47.1) 1(5.9) 0  These data support further assessment of IBER combinations in the frontline setting
. No ASCT planned for DEX 1): 20 mge on D1, 2, 4, 5, 8, (including DOR and PFS) . . . . . . 0-0. Fatisue 7 (41.2 2 (11.8 0
initial therapy or ASCT. 4 11fo;;d)12ir?§1_%T 40 e + Exploratory: Time since d:agnosw, median (range), years 0.1 (0.0-0.4) IberVd TNE NDMM . 8. | (41.2) (11.8)
, ineligible’ weekly in C29 gssessmentf’ s ECOG PS, n (%) Dose modification? (N =17)° Pain in extremity 6 (35.3) 0 0 Re ferences
21-day cycles (C1-8) evaluation 0 3 (16.7
28-day cycles (C29) 1 11((61 1)) Patients with > 1 IBER dose modification, n (%) 16 (94.1) Dyspnea 6 (33.3) 0 0 T ——
2Cohorts C (IBER monotherapy expansion) and J2 (IBER + BORT + DEX in patients with NDMM who are TE) were planned but not opened; *1.6 mg on D1-21 of 28-day cycles; “Radiotherapy, bisphosphonates, . IBER dose interruptions due tO TEAES, n (%) 13 (76.5) Decreased appet]te 6 (35.3) O O 2. Matyskiela ME, et al. J Med Chen.”l 2018;61:535-542.
or a single short course of steroids were permitted; ¢Patients ineligible for ASCT due to age (= 65 years of age) or severe comorbidities; °DEX was given at a dose of 10 mg in patients > 75 years of age; 2 4 (22.2) . . 3. Amatangelo M, et al. Blood 2018;132(suppl 1). Abstract 1935. . .gs
'DEX was given atadqse of 29 mg in patient.s,>75.years of age. . N . . . . N IBER dose redUCtionS due tO TEAES n (%) 8 (47 1 ) Ag]tat]on 5 (29.4) O O 4. Amatangelo M, et al. Blood 2020;136(suppl 1):8-9. Scientific Content on Demand
BCMA, B-cell maturation antigen; CFZ, carfilzomib; DOR, duration of response; MRD, minimal residual disease; PFS, progression-free survival; SC, subcutaneous; TE, transplant eligible. ISS Stage at Study entry’ n (%) ’ . . 5. Lonial S, et al. Lancet Haematol 2022;9:e822-e832. To request a copy of this poster:
| 7 (38.9) Treatment exposure? Dysgeusia 5 (29.4) 0 0 Ack led E' E
Pharmacodynamics 1 9 (50.0) Treatment duration, median (range), months 14.0 (0.7-18.0) Infections 13 (76.5) 5 (29.4) 1(5.9) CKnowle gments
e Patient bone marrow (BM) samples were collected at screening and on cycle 2 day 11 (C2D11) for Il 2 (11.1) Cycles received, median (range), n 16.0 (1.0-21.0) COVID-19 5 (29.4) 1 (5.9) 0 : I:: Z’EE'EZTZ?SSJEZ'SESW v::opzz:::gi the study possible E
ana'ysis of Aiofos expression by Immunonistochemistry . High-risk cytogenetics,” n (%) 11 (61.1)¢ RDI of IBER, % (range) 83.9 (55.1-100.0) Pneumonia 37.6) 2 (11.8) 169 | The sty was upported b Cgene, Bt Hyers S Company Sean 0 coe
* I.Der]pheral blOOd (PB) Sample.s were COlleCted from pat]ents at basel]ne (C1 D1 ) and C4D8 for aData cutoff: June 23, 2023; "Defined as the presence of any abnormality for del(17p), and/or translocation t(4,14), and/or translocation t(14,16), and/or amplification 1g21; <2/18 patients were not evaluable. 3Data cutoff: June 23, 2023; 1 patient was enrolled but not included in the safety population due to self-withdrawal (appointment absence). 3Data cutoff: June 23, 2023; 1 patient was enrolled but not included in the safety population due to self-withdrawal (appointment absence). e All authors contributed to and appro:/ed the presentation; writing and editorial assistance were provided by Emma via a barcode reader application
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