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We can deliver NoMoreMGUS

An entire country contributing to enroliment
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We can deliver NoMoreMGUS

An unprecedented dataset and biobank linked to centralized clinical data collection

PBMCs and serum (n = 913)

1015 patients

CTCs and immune cells and
serum (n = 102)

Longitudinal CTCs and immune
at the end of the project... cells from ~500 patients with
stable vs progressive MGUS




Groundbreaking results
Real-time data based on IgM vs IgG vs IgA isotype of MGUS
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NoMoreMGUS

Longitudinal — yearly — assessment of CTCs will likely be paramount
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Groundbreaking results

High-resolution immune profiling

60 immune clusters with a single spectral combination
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Tumor and immune blood biomarkers in smoldering MM
The iMMunocell project
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EUREKA

Bonding molecular genotyping and phenotyping to outcome measures in AL
amyloidosis: A EUropean REgistry and sample sharing networK to promote the
diagnosis and management of light chain Amyloidosis

NGS/MS-MRD
N-glycosylation analysis

[MS typing (difficult cases only)]
/Prospective registry\
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EUREKA consortium

Al: artificial inteligence; aPC: aberant plasma cells; BM: bone marrow; CTC: circulating tumor cells; MRD: minimal
residual disease; MS: mass spectrometry; NGF: next-generation flow cytometry; NGS: next-generation sequencing; PB:
peripheral blood;



CTC numbers are a potential surrogate of tumor burden,
proliferation, niche occupancy and dissemination

o 7 There are no unifying genetic events associated
% §§, with tumor egress from the BM'-2
& .
»%: Fully occupied hypoxic BM niches together with a

pro-inflammatory tumor microenvironment force
cancer cells to stop proliferating, recirculate in PB
and seek other BM niches to continue growing?

% N2

The higher the CTC numbers the greater the risk
of disease progression+8

\Z

Therefore, the fact that some SMM?® and NDMM?4-¢ patients have undetectable CTCs is unexpected

1. Garces JJ, et al. Leukemia. 2020;34(2):589-603. 4. Bertamini L, et al. J Clin Oncol. 2022;40(27):3120-3131. 7. Jelinek T, et al. J Clin Oncol. 2023;41(7):1383-1392.
2. Dutta AK, et al. Cancer Discov. 2023;13(2):348-363. 5. Garces JJ, etal. J Clin Oncol. 2022;40(27):3151-3161. 8. Guerrero C, et al.. Clin Cancer Res. 2022;28(12):2598-2609.
3. Garces JJ, et al. Leukemia 2020;34(11):3007-3018. 6. Kostopoulos 1V, et al. J Clin Oncol 2023;41(3):708-710. 9. Termini R, et al. Clin Cancer Res. 2022;28(21):4771-4781.



Define the frequency and the characteristics of MM patients with
undetectable CTCs
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MGUS RRMM
(n = 467) (n = 243)
NoMoreMGUS GEM-CESAR GEM2012MENOS65 GEM-KyCyDex
iMMunocell GEM-CLARIDEX GEM-SeliBorDara
NGF cytometry

n=1,708
FISH RNAseq WES

MGUS, gammopathy of undetermined significance; SMM, smoldering MM; NDMM, n =982 n =256 n =93

newly-diagnosed MM; RRMM, relapse/refractory MM; NGF, next-generation flow



Approximately 8% of active MM patients show no CTCs
Limit of detection (NGF), 2x10-6
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B Detectable CTCs E= Absence of CTCs



Approximately 7% of SMM patients may progress despite no CTCs

Absence of CTCs is associated with a 69% reduction in the risk of progression

1,04HR =0.31; P=0.009

Time-to-progression
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B Detectable CTCs E= Absence of CTCs



Characteristics of NDMM patients without CTCs

Enriched for cases with macrofocal disease and slower dissemination kinetics

« Significantly less anemia (25% vs 59%, P < 0.001)

» Virtually no hypercalcemia (only one case)

* No renal insufficiency

» Higher incidence of lytic lesions (63% vs 48%, P = 0.12)

» Higher frequency of plasmacytomas (34% vs 20%, P = 0.01)
 Significantly less BM infiltration (11% vs 31%, P < 0.001)

 Virtually no R-ISS 3 (only one case)

R-ISS, Revised International Staging System



Absence of CTCs in NDMM is associated with longer survival
80% reduction in the risk of progression and/or death
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Absence of CTCs is an independent prognostic factor in NDMM
Together with transplant eligibility and the R-ISS
76% reduction in the risk of progression and/or death

Progression-free survival Overall survival

Variable N Hazard ratio P-value Hazard ratio P-value
CTC status Detectable 551 * Reference jl Reference

Absence 47 | |[—i—— E 0.24 (0.11, 0.52) <0.001 | |[———— I: 0.24 (0.08, 0.75) 0.01
Transplant status Non eligible 248 i Reference i Reference

Eligible 350 il E 0.41 (0.31, 0.55) <0.001 —i— E 0.45 (0.30, 0.67) <0.001
R-ISS 1/ 470 i Reference i Reference

| 128 —l E 0.63 (0.45, 0.86) 0.004 '—I—'E 0.55 (0.34, 0.88) 0.01
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HRCA had no impact in PFS and OS of NDMM without CTCs
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CR & MRD had no impact in PFS and OS of NDMM without CTCs

CR status
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CR & MRD had no impact in PFS and OS of NDMM without CTCs

CR status MRD status

N ;
5 f—— 100 : T 100 =
2 o onmsemis 3 S, e
S g T 80 2 9 g 2
s 2 (0] >
] 2 o o S &0
£ 60 2 60 < @
[ c =
5 = O 40 ©
% 40 *EER g 40 *égR I g g
a — — o
S, P=169 S o 428 S 2 P=129 — e ! O 5 P=624 — MRD neg

d & L 2 =2 . . - = - : ¢ 0 5 - = 0S

08_ HR: 3.9: 95% Cl: 2.91 - 5.1 . HR: 3.7; 95% CI: 0.03 - 4.1 T HR: 5.1: 995% CI : 0.61 — 435 i HR: 1.8;95% CI: 0.16 - 20.4 p

0 7 0 2% 50 75 100

0 % 50 75 10 0 % 50 5 100 0 25 | 50 75 100 .

Tima (morths) Time (months) . Time (months) ) Time (months)
Number at risk Number at risk Number at risk Number at risk
25 21 16 12 0 25 22 17 12 0 3 19 1 L 0 33 22 13 13 0

» Partial overlap between NDMM patients without CTCs and MGUS-like
phenotype' (35%), which supports the evaluation of both biomarkers

\Z

 The absence of CTCs emerges as another feature associated with long-term
survival in patients achieving suboptimal response

1. BurgosL, etal. J Clin Oncol. 2023;41(16):3019-3031.



Possible interplay between CA and gene expression
66 genes with 22-fold differential expression between patients with vs without CTCs
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Absence vs presence of CTCs associated with +1g21 and del(1p32)

The frequency of other cytogenetic alterations was not significantly different
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Significant correlation between CTCs and expression of 241 genes
No correlation between the number of mutations and the percentage of CTCs
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