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Study design and data
• This multicenter, open-label, Phase 1b study (NCT04045795) evaluated the safety, 

pharmacokinetics (PK), and efficacy of Isa SC versus Isa IV + Pd in RRMM patients who have 
received ≥2 prior lines of therapy for MM, including lenalidomide and a PI

• Patients were randomized 2:1 to cohorts 1a (Isa SC 1000 mg dose [SC1000] delivered through a 
syringe pump) or 1b (Isa IV 10 mg/kg dose)

• Isa SC and Isa IV were administered once weekly for 4 weeks (Cycle 1) and then once every 2 
weeks in subsequent cycles (QW–Q2W) in combination with Pd

• After evaluation of Isa SC safety, PK, and CD38 receptor occupancy (RO) data in cohort 1a, new 
participants were randomized 2:1 to cohorts 2a (Isa SC 1400 mg dose [SC1400]) or 2b (IV 10 mg/kg 
dose)

• The aim of this study was to select an Isa SC dose
• The primary study endpoints were dose-limiting toxicity (DLT), injection site reactions (ISRs), and PK 

parameters
• The main secondary endpoints were overall response rate (ORR), progression-free survival (PFS), 

patient reported outcomes and CD38 RO
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Patient disposition and baseline 
characteristics
• A total of 34 patients were 

randomized to Isa IV 10 mg/kg + Pd 
(n=12); Isa SC1000 + Pd (n=12); or 
Isa SC1400 + Pd (n=10) (Table 1)

• As of March 31, 2021, 7 patients 
(58.3%) in the IV cohort, 4 patients 
(33.3%) in the SC1000 cohort, and 7 
patients (70.0%) in the SC1400 cohort 
remained on study treatment
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Efficacy
• A trend toward higher ORR was 

observed in the SC1400 (80%) 
versus SC1000 and IV cohorts 
(67% in both cohorts; Table 4)

• Very good partial response and 
complete response were similar 
across cohorts



© 2021 Amgen. All rights reserved.15

Efficacy (contd.)
• At 8 months, PFS was 73% for the 

IV and SC1000 cohorts and 89% for 
the SC1400 cohort (Figure 1)
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CONCLUSIONS
• The safety of Isa SC at 1000 mg and 1400 mg + Pd was consistent with the known 

safety profile associated with IV administration, with no new safety signals identified
• Infusion-related reactions were infrequent, occurring only at first injection, and local 

tolerability of Isa SC was very good
• Efficacy results were comparable with the Phase 3 ICARIA registrational trial
• Higher Ctrough at 4 weeks (PK best predictor of Isa efficacy) was achieved following SC 

administration compared with IV
• PK modeling and simulations, accounting for imbalances, and CD38 RO support the 

dose of 1400 mg QW–Q2W for the expansion cohort which is ongoing
• Isa SC + Pd appears to be a promising and convenient option for patients with RRMM
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Introduction

4

ELO-3

• Therapies that extend overall survival (OS) are needed for patients with relapsed/refractory multiple myeloma
(RRMM) and prior exposure to lenalidomide (LEN) and a proteasome inhibitor (PI)

• Elotuzumab, an immunostimulatory monoclonal antibody that targets SLAMF7, exerts multiple mechanisms of action
to enable selective killing of myeloma cells1–3

• Pomalidomide, like LEN, is an immunomodulatory agent that has tumoricidal and immune- enhancing effects4 and
activity in LEN-refractory disease5,6

• In the randomized phase 2 ELOQUENT-3 trial, elotuzumab plus pomalidomide/dexamethasone (EPd) significantly
improved progression-free survival (PFS) versus Pd in patients with RRMM and ≥ 2 prior therapies including LEN and a
PI (median 10.3 months vs 4.7 months; HR 0.54 [95% CI, 0.34–0.86]; P = 0.008)7

– Regulatory approval was granted in regions including the USA, EU, and Japan8,9

• Preliminary analysis of OS from ELOQUENT-3 (minimum follow-up of 9.1 months) showed a trend favoring EPd over 
Pd7 which was maintained in a subsequent unplanned interim analysis (minimum follow-up of 18.3 months)10



Figure 1. ELOQUENT-3 study design (NCT02654132)

aRandomization was stratified by prior lines of therapy (2–3 vs ≥ 4) and ISS stage at time of enrollment (I–II vs III); b20 mg in patients aged > 75 years; cDexamethasone was split
between oral (28 or 8 mg in patients aged ≤ 75 or > 75 years) and IV (8 mg) doses on days with elotuzumab; dFollow-up continued until disease progression; follow-up for survival
occurred at least every 12 weeks.
ISS, International Staging System; ORR, overall response rate.
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Efficacy
• At final analysis, there were 37 (61.7%) deaths in the EPd group and 41 (74.5%) in the Pd group

– The most common cause of death in both groups was disease progression (EPd 41.7%, Pd 49.1%)

• OS was significantly improved with EPd versus Pd: median OS was 29.8 months (95% CI, 22.9– 45.7) versus 17.4 months
(95% CI, 13.8–27.7), respectively, with a HR of 0.59 (95% CI, 0.37–0.93; 2-sided stratified log-rank P = 0.0217)

• OS rates were consistently higher with EPd than Pd at 1 year (79% vs 68%), 2 years (63% vs 44%),
and 3 years (39% vs 29%)

• The OS benefit observed with EPd was maintained across most subgroups, although sample sizes were small
– These included patients aged ≥ 75 years, patients with ≥ 4 prior lines of therapy, patients with disease

refractory to LEN and a PI, and patients who had received LEN as their most recent prior therapy

ELO-3
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Overall survival in all randomized patients

ELO-3
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conclusions
• In this final analysis of OS from ELOQUENT-3, EPd demonstrated a statistically significant and clinically meaningful

improvement in OS versus Pd in patients with RRMM and ≥ 2 prior therapies including LEN and a PI
– 41% reduction in the risk of death
– 1-year increase in median OS

• Subsequent therapies were balanced between treatment groups, suggesting that the effect on OS was primarily due to 
EPd

• OS benefit was consistent in key patient subgroups, including patients who had received LEN as their most recent
prior therapy

• The safety profile of EPd was consistent with previous reports and no new safety signals were detected7,10

• ELOQUENT-3 is the first randomized controlled study of a triplet regimen incorporating a monoclonal antibody 
and Pd in RRMM to show both significant PFS and OS benefits
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SELECT Trial in Progress
Study Design
• The SELECT study is an open-label phase 2 study ongoing at ~ 40 sites in the EU and US, with expansion to more 

countries planned
• This study will evaluate the novel primary endpoint of MRD-negative CR to assess the efficacy of KPd in patients with 

one or two relapses of MM

N ~ 85a

Key inclusion criteria:
• RRMM
• One or two prior lines of therapy
• Refractory to lenalidomide
• ≥ PR to lenalidomide
• Prior exposure to a PI or anti-CD38 antibody is allowed

Treatment Until Disease Progression

KPd
Carfilzomibb (20/56 mg/m2) + pomalidomidec + dexamethasoned

Primary endpoint: MRD-negative CR in the bone marrow at 12 months by NGS (sensitivity of 10–5)
Secondary endpoints: ORR, best MRD-negative response at any time, sustained MRD-negative CR, DoR, TTR, PFS, 
OS, and safety

aTwenty-six patients are currently enrolled; the target for enrollment completion is January 2022. bIV on days 1, 8, and 15 of each 28-day cycle for cycles 1–12 and on days 1 and 15 from cycle 13 until progression or 
end of study (20 mg/m2 on day 1 of cycle 1 and 56 mg/m2 thereafter). cPO 4 mg on days 1–21 of all cycles. dPO or IV 40 mg prior to carfilzomib on days 1, 8, 15, and 22 of cycles 1–12 (20 mg for patients 
≥ 75 years old) and 20 mg on days 1 and 15 of cycle 13 onwards (10 mg for patients ≥ 75 years old).
CD38, cluster of differentiation 38; CR, complete response; DoR, duration of response; EU, European Union; IV, intravenous; KPd, carfilzomib, pomalidomide, and dexamethasone; MM, multiple myeloma; 
MRD, minimum residual disease; NGS, next-generation sequencing; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PI, proteasome inhibitor; PO, per oral; PR, partial response; 
RRMM, relapsed/refractory multiple myeloma; TTR, time to response; US, United States.
Moreau P, et al. Presented at: 18th IMW; September 8-11, 2021; Vienna, Austria. Abstract P-206.


