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UPDATES FROM ICARIA-MM, A PHASE 3 STUDY OF ISATUXIMAB (ISA) PLUS
POMALIDOMIDE AND LOW-DOSE DEXAMETHASONE (PD) VERSUS PD IN RELAPSED
AND REFRACTORY MULTIPLE MYELOMA (RRMM)
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Background: Isa is an approved monoclonal antibody that binds to a specific epitope on the CD38 receptor. The
Phase 3 ICARIA-MM study (NCT02990338) demonstrated significantly improved progression-free survival (PFS)
with Isa-Pd vs Pd (P=0.001) and a manageable safety profile (Attal M, et al. Lancet 2019;394:2096-2107).

Aims: Here we report updated ICARIA results.

Methods: Pts with RRMM (N=307) who have received =2 prior therapies, including lenalidomide (Len) and a
proteasome inhibitor (Pl), were randomized to Isa-Pd (n=154) or Pd (h=153). Isa was administered intravenously at
10 mg/kg weekly for 4 weeks, and every other week thereafter. This preplanned second interim analysis assessed
longer term outcomes, including time to next treatment (TTNT), overall survival (OS), time from randomization to
disease progression on first subsequent therapy or death (PFS2), and safety.

Results: Pts had a median of 3 prior lines of therapy (IQR 2—4; table). As of Oct 1, 2020 (median follow-up, 35.3
months [mo]), 27 Isa-Pd pts (18%) vs 12 Pd pts (8%) were still on treatment; 60% vs 72% had proceeded to
subsequent therapy. Median TTNT was 15.5 mo with Isa-Pd vs 8.9 mo with Pd (hazard ratio [HR] 0.56; 95%
confidence interval [CI] 0.42-0.74; P<0.0001); 24% vs 58% of pts with subsequent therapy received daratumumab
(dara). Overall response rate (ORR) in subsequent treatment with dara monotherapy was higher after Pd (38%) than
Isa-Pd (14%), but was similar (32% vs 31%) with dara combination therapy (table). Median PFS2 in the intent-to-
treat population was 17.5 mo with Isa-Pd vs 12.9 mo with Pd (HR 0.76; 95% Cl 0.58-0.99; P=0.0202). Median OS
was 24.6 mo with Isa-Pd vs 17.7 mo with Pd (HR 0.76; 95% Cl 0.58-1.01; one-sided P=0.0280). Median treatment
duration was 47.6 weeks (range 1.3-171.6) with Isa-Pd vs 24.0 weeks (range 1.0-168.6) with Pd. Serious



treatment-emergent adverse event (TEAEs) were seen in 73% of Isa-Pd pts vs 60% of Pd pts. Most frequent non-
hematologic TEAEs (any grade) with Isa-Pd were infusion reaction (38%), upper respiratory tract infection (34%),
and diarrhea (30%). Grade 3—4 neutropenia (85% vs 71%) and thrombocytopenia (34% vs 25%) were more frequent
with Isa-Pd than with Pd.

Image:
Prior treatments, n (%) Isa-Pd (n=154) Pd (n=153)
Len 154 (100) 153 (100)
=] 154 (100) 153 (100)
Len-refractory 144 (94 140 (92}
Pl-refractory 118 (77) 115 (75}
ORR on subsequent dara combination treatments, n/N* (%)
ALL 413 (31) TI22 (32)
+immunamodulator 215 (40) 217 (28)
+hlkylator 0/ () 175 (20
+P| 215 (40) 4112 (33)

*M=number of patients with best overall response assessment

Summary/Conclusion: Isa-Pd demonstrates a significant improvement in TTNT and PFS2 compared with Pd. A
strong trend in OS benefit was also seen in the Isa-Pd arm, with approximately 7 mo improvement in median OS.
The overall safety profile remains unchanged from prior analyses.
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