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Primary Objective Secondary Objectives
To compare the efficacy of extended VRD + ASCT plus ERI vs. Isatuximab-VRD + ASCT in * To assess the safety of Isatuximab-VID + ASCT
terms of proportion of patients who are MRD-negative by NGF after 18 cycles + ASCT «  To explore preliminary efficacy comparison of Isatuximab-VID + ASCT vs. Isatuximab-VRD +
- Improvement in the percentage of patients MRD-negative in Arm A vs. Arm B without ASCT in terms of proportion of patients who reach NGF MRD-negative at 18 months.
considering ERI impact «  To explore preliminary efficacy comparison of Isatuximab- VID + ASCT vs. VRD extended
- Non-inferiority in the percentage of patients MRD-negative in Arm A vs. Arm B when plus ERI in terms of proportion of patients who reach NGF MRD-negative.
considering B2 VRD extended plus ERI «  Other secondary objectives: PFS, ORR, CRR, TTR, DoR, PFS2, OS
Isa -VRd / Vid i
- Isatuximab 10 mg/Kg iv QW x1cycle; Q2W post eVRd ERI: Isatuximab - Iber - Dex
N Bort: 1.3 mg/m2 1, 4, 8 11 - Bort: 1.3 mg/m? 1, 8,15, 22 Isatuximab - Len/lber Len - Dex - 10 mg/Kg iv QW x1cycle; Q2W post.
N Len 25 mg o Iber 1.6 mg 1-21 - Len 25 mg 1-21 - Isatuximab 10 mg/Kg iv Q2W - Len 15 mg 1-21 - Iber 1.6 mg 1-21
- Dex 40 mg 1-4, 8-11 - Dex40mg1,8, 15,22 - Len 15mgo Iber 1.6 mg 1-21 - Dex40mg1,8, 15,22 - Dex40mg1,8, 15,22
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Hypothesis & Statistical Assumptions

Hypothesis testing and study power:

- H1, Primary superiority hypothesis for : MRD negative rate in Arm A is superior to Arm B considering B1 end-point (VRD extended impact only,
without considering ERI impact)
Sample size is large enough to estimating a MRD-negative risk ratio of 1.27 with a 95% confidence level and 80% power;

- H2, Primary non-inferiority hypothesis for : MRD negative rate in Arm B is not inferior to Arm A considering B2 end-point (VRD extended plus ERI
impact).
Sample size is large enough to be 80% sure that the 95% confidence interval will exclude a difference of more than 15%

- H3, Secondary superiority : MRD negative rate in Arm Cis superior to Arm A;
Sample size is large enough to estimate a MRD-negative risk ratio of 1.20 with a 95% confidence level and 80% power;

- H4, Secondary superiority hypothesis: MRD negative rate in Arm C is superior to Arm B, considering B2 end-point.
Sample size is large enough to estimate a MRD-negative risk ratio of 1.22 with a 95% confidence level and 80% power

An interim analysis is planned when one-third of the required number of events occur in the experimental arm. Isatuximab-
Iberdomide-bortezomib-dexamethasone quadruplet (arm C). In addition, the interim analysis will provide response recovery rates with and
without rescue intervention impact in arm B, and preliminary data on response course profiles (MRD-ve) for the three therapy programs,
and further exploratory secondary objectives.

At this point, and together with the interim efficacy analysis, an interim safety analysis will be performed. The overall interim safety and
efficacy assessment will be the basis for adapting elements of the trial design and qualifying key secondary efficacy objectives 2.2 and 2.3
as confirmatory
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Recruitment
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Prevision Pacientes acumulados =—0==Pacientes total reclutados

69 pt @ ASCT
25 pts @ consolidation



New Amendment

» Reduce doce of Iberdomide to 1 mg
» Encourage use of G-CSF in case of mild neutropenia
» Decrease the hematological tests in the middle of the cycle

> Eliminate B2M and CRP
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