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653.MULTIPLE MYELOMA: PROSPECTIVE THERAPEUTIC TRIALS

Replacing Steroids in Transplant-Ineligible Multiple Myeloma: The Phase 2
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Background: Standard therapies for patients with newly diagnosed multiple myeloma (NDMM) who are ineligible for
autologous stem cell transplantation (ASCT) have been lenalidomide-dexamethasone (Rd), bortezomib-lenalidomide-
dexamethasone (VRd) or bortezomib-melphalan-prednisone (VMP). The benefit of adding an anti-CD38 monoclonal anti-
body (mADb) to the standard treatments of VMP and Rd has been demonstrated in two large phase 3 studies, achieving overall
response rates (ORR) of 90.9% and 92.9% in the daratumumab-VMP arm and the daratumumab-Rd arm, respectively (Fa-
con, 2019, Mateos, 2018). Isatuximab is an anti-CD38 mAb approved in combination with pomalidomide-dexamethasone
and carfilzomib-dexamethasone to treat relapsed/refractory MM. The drug has also shown clinical responses as combination
therapy to treat NDMM (Trudel, 2019).

Corticosteroids have been the backbone of most myeloma-targeted therapies since the discovery of their effectiveness.
Due to the continuous treatment paradigm, the cumulative dose of corticosteroids in patients is substantial. Steroids inflict
reduction in both short- and long-term quality of life and increase patients’ receptiveness to infections. Infections are one of
the main reasons for complications and death during active first line treatment and the rate rises with age (Mothy, 2019).
Instead of reducing or removing corticosteroids, isatuximab will replace corticosteroids to evaluate the effectiveness and
safety of the novel regime of isatuximab-bortezomib-lenalidomide.

Aim: The study will evaluate isatuximab (Isa) in combination with bortezomib (V) and lenalidomide (R) with minimal dex-
amethasone (d) as first-line treatment in transplant-ineligible patients. The primary endpoint is the number of patients who
achieve measurable residual disease negative (Euroflow NGF 10 -°) complete response during and/or after 18 cycles of study
treatment. Secondary endpoints include progression free survival, overall survival, overall response rate, safety evaluations
and patient-reported outcome.

Methods: The REST study is an academic, single arm, open-label, phase 2 study of NDMM patients ineligible for ASCT. 51
patients are included and receive Isa-VRd (Isa: 10 mg/kg IV Days 1, 8, 15, 22 during cycle 1, Q2W cycle 2-18; V: 1, 3 mg/m ?
SC Days 1, 8, 15 during cycle 1-8; R: 25 mg PO Days 1-21 during all cycles; d: 20 mg PO Days 1, 8, 15, 22 only for the first 2
cycles), all 28-day cycles.

Results: Recruitment was completed in January 2023. Baseline characteristics, safety summary and preliminary results can
be found in Table 1. The median age is 77 years, range 70-88 years. Twenty-nine patients developed 60 grade >3 non-
hematological adverse events (AE), including infections (n=26), syncope (n=>5), diarrhea (n=4), skeletal pain (n=4), arrhyth-
mias (n=3), acute renal failure (n=3), increased transaminases (n=3), venous thromboembolism (n=2), arthritis (n=2), gastroin-
testinal hemorrhage (n=2), peripheral sensory neuropathy (n=2), edema (n=1), hyperglycemia (n=1), rash (n=1) and opiate
intoxication (n=1).

Atamedian follow up of 12 months, the ORR was 100% (51/51) with very good partial response or better at80.3% (41/51). Forty-
four patients are still on study. One patient died from septicemia with staphylococcus aureus, four patients discontinued due
to disease progression, one patient due to poor compliance and one patients for safety reasons judged by the investigator.
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Conclusions: Isa-VRd in the transplant ineligible population with a median age of 77 years has a tolerable safety profile.
Isa-VRd is showing encouraging preliminary efficacy in NDMM ineligible for transplant. Follow-up is ongoing.
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Table 1
Demographic and baseline characteristics | Safety summary
Age in years, n 51 Most common AE =2, n Grade 2 Grade 3 Grade 4 Grade &
Median {range] 77 (70-88) Infections (20) c4 23 2 1
F0-75 years n (3] 21(41.1) Bane pain [13) 14 4 [i] [i]
=75 years n (%) 30(58.8) Electrolyte disturbances (15} 15 0 0 0
>80 years n (%) 16(31.3) Constipation (14] 14 [i] [i] [i]
Sex, n (%) 51 Maculopzpular razh (13) 12 1 [i] [i]
Male 24 (47) Edema [13) 12 1 0 0
Female 27(53) Naussz (10) 10 [i] [i] [i]
ECOG performance status, n (%) 51 Dizrrhea (3] 5 4 [i] [i]
0 23 (54.3) Arrhythmizs () F 3 0 0
1 15 (29.4) IRR (3) 3 0 0 0
2 5{a.8) Neuropathy (7} 5 2 [i] [i]
3 [related to myeloma) 3(5.9) VTE 6] 4 2 [i] [i]
Kidney function, n (%) 51 Neutropenia (48] 5 38 5 [i]
=GFR *60 22 (43.1) Thrombocytopenia (13) 5 5 3 0
=GFR 30-55 21(41.1) Anemiz (1) 6 5 0 0
=GFR 30-24 8(155)
Best 1 by i i it
Myeloma type, n (3] 51
ITT population, n (3] £1
126 30(58.8) pop )
CR/MRD negative 9 (176
IZA 12 (23.5) /M € (e
. . sCR 7{13.7)
Light chain 9(178)
=CR 16(31.3)
IS5 stage, n (%) t1
VEPR 26 (43)
Stage | 10(19.8)
=VEPR 41(20.3)
Stagz Il 20(29.2)
PR 10(19.8)
Stage Il 21(41.1)
. PD 4(7.8)
Cytogenetic risk by FISH, n (%) t1
dell7p 4(7.8)
tl4;14) 5{3.8)
t{14:15) 2(3.9)
gzin{1921)/amp 1g 16(31.3)
Unknawn 1{1.9)
Figure 1
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