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Figure 4: Univariate analysis of PFS according to MRD status based on IRC assessment
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staqdardlzed acros§ MRD+ to MRD-: 58 patients (36 ixazomib, 22 placebo) MRD+ to MRD-: 28 patients (21 ixazomib, 7 placebo) PR** 8 (5.0) 8 (7.9) 16 (6.1) 236 (38.9) 150 (36.4) 386 (37.9) .
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MRD+ to MRD+: 365 patients (242 ixazomib, 123 placebo) MRD+ to MRD+: 96 patients (67 ixazomib, 29 placebo) *Cytogenetic assessments were performed locally and interpreted centrally by a board-certified hematopathologist. TDefined as the presence of any of the

following 3 individual abnormalities: del(17), t(4;14), t(14;16). ¥Defined as the presence of any of the following 4 individual abnormalities: del(17), t(4;14),

t(14;16), amp1q. $Patients who had a prior PI during induction with or without an IMiD; not additive. TPatients who had a prior IMiD during induction with or ¢ This is the Iargest mU|t|p|e myeloma dataset ever reported evaluatmg yearly MRD status durlng maintenance
CR, complete response: EOT, end of treatment: LOD, limit of detection; VGPR, very good partial response *Patients with <CR and missing MRD data were imputed as MRD+; ongoing patients in CR and missing MRD data were classified as ‘missing’. tPost-randomization is without a PI; not additive. **Patients with PR based on M-protein levels from flow cytometry assay output; patients with PR were not included in the final MRD + Five main conclusions emerged from this study:
’ ’ ’ ’ ’ ’ ’ at any time-point from randomization until EOT. analyses. IMiD, immunomodulatory drug; PI, proteasome inhibitor; PR, partial response )

— MRD status is dynamic, its prognostic value increased considerably with periodic vs single assessment

_ MRD evaluation and patient characteristics Prognostic impact of MRD status at randomization — The favorable prognosis for patients with undetectable MRD was similar if achieved before or during
« Patient demographics, except age, were generally well balanced between MRD- vs MRD+ patients (Table 1) * Median PFS from randomization was reached and differed by 23 months between MRD- vs MRD+ patients: maintenance, and thus MRD can become a relevant endpoint in this setting

Patient disbosition — Of those with MRD- vs MRD+ status at randomization, 90% vs 77% were aged <75 years, which was likely 38.6 vs 15.6 months (hazard ratio [HR] 0.47, 95% confidence interval [CI] 0.37-0.58) — Loss of MRD- status vs sustained MRD- status markedly increased the risk of progression
I i iti . . . . . : . . . . . .
P _ o . _ S . a consequence of the greater MRD- rates observed in patients who received autologous stem cell transplant + MRD- status was associated with prolonged PFS vs MRD+ status in nearly all patient subgroups, regardless of — Patients who lost MRD- status had a poor PFS similar to patients with persistent MRD
* Ofthe 1362 patients l” this analysis, MRD status was available ?t randomization in 1280 (94%) (MM3) vs those who did not (MM4) demographics, disease features at diagnosis, prior treatment, conventional response, or geographical region of —  Treatment with ixazomib vs placebo improved the PFS in patients who were MRD+ at randomization or at
— Ofthese, 262 (20%) had undetectable (MRD-) and 1018 (80%) detectable MRD (MRD+) — There were no notable differences between patients who were MRD— and MRD+ at baseline in terms of MRD testing the 14-month landmark in these studies but not in patients who were MRD- at these timepoints, suggesting
« Patient disposition according to MRD status, is shown in Figure 3 pre-induction International Staging System (ISS) stage, cytogenetic risk at diagnosis, or prior treatment * Univariate analysis of PFS based on IRC assessment is shown in Figure 4 lower efficacy of maintenance in MRD- patients
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