Depth of Response of Isatuximab Plus Carfilzomib and Dexamethasone in Relapsed Multiple Myeloma: IKEMA Updated Analysis
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INTRODUCTION

Isatuximab (Isa), an immunoglobulin (Ig) G1 monoclonal antibody targeting a specific epitope of the
CD38 transmembrane glycoprotein in multiple myeloma (MM), has multiple mechanisms of action,’
including antibody-dependent cellular cytotoxicity, complement-dependent cytotoxicity, and antibody-
dependent cellular phagocytosis; direct apoptosis; immunomodulation; and inhibition of ectoenzyme
activity

CD38 functions as a receptor and an ectoenzyme, uniformly expressed on MM cells?*®

|satuximab, in combination with carfilzomib (K) and dexamethasone (d), is approved in various
countries for patients with relapsed and/or refractory MM after =21 prior therapy, based on results of the
IKEMA study?’

Achievement of minimal residual disease negativity (MRD-) status in MM is associated with improved
progression-free survival (PFS) and overall survival

Here, we report updated, longer-term depth of response results from IKEMA, including MRD- status

METHODS

This prespecified analysis evaluated PFS (primary endpoint) at 159 events and secondary endpoints

RESULTS

Patient demographics and baseline characteristics

- Patient demographic and baseline characteristics were balanced between treatment arms; at a
median follow-up of 44 months (as of data cut off 14 Jan 2022), 27.4% of patients in the Isa-Kd arm

continued on treatment

Table 1. Patient demographics and baseline characteristics: ITT population

ITT population (I::;l;g) (nl(‘IdZ3)
Age in years, median (range) 65.0 (37-86) 63.0 (33-90)
Age in years, by category, n (%)
<65 88 (49.2) 66 (53.7)
65 to <75 74 (41.3) 47 (38.2)
275 17 (9.5) 10 (8.1)
eGFR <60 mL/min/1.73 m? (MDRD)*, n (%) 43 (26.1) 18 (16.2)

Figure 2. Depth of response: ITT population
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Odds ratio* Isa-Kd vs Kd (95% CI)
2.09 (1.26-3.48)

Odds ratio* Isa-Kd vs Kd (95% CI)
2.78 (1.55-4.99)

Odds ratio* Isa-Kd vs Kd (95% CI)
2.57 (1.35-4.88)

*Stratified on randomization factors according to IRT.

Cl, confidence interval; CR, complete response; d, dexamethasone; IRC, Independent Response Committee; IRT, interactive response technology;
Isa, isatuximab; ITT, intent to treat; K, carfilzomib; MRD, minimal residual disease; NGS, next generation sequencing; ORR, overall response rate;
VGPR, very good partial response.

Figure 3. Depth of response over time*

Figure 5. PFS by MRD status*
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Time (Months)
Number at risk
Isa-Kd MRD- 60 60 60 59 59 56 54 48 48 45 41 40 35 34 25 13 1
Kd MRD- 19 19 19 19 17 17 16 14 13 12 11 9 7 6 5 1 1
Isa-Kd MRD+ 119 104 91 77 68 58 54 47 40 36 34 32 29 28 25 5 0
Kd MRD+ 104 89 80 66 56 46 37 29 26 20 18 14 14 10 5 2 1

ISS stage at study entry, n (%)

*HR was estimated using an unstratified Cox proportional hazards model with treatment group as factor.
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