Supplementary Table S1. Composition of the MM NGF tube and technical information on reagents.
	Tube
	PB
	KO
	FITC
	PE
	ECD
	PC5.5
	PC7
	APC
	APC-A700
	APC-Cy7

	1
	CD138
	CD45
	cyIg
	cyIg
	CD117
	CD27
	CD56
	CD38
	CD19
	CD81

	

	Antigen
	Fluorochrome
	Clone
	Isotype
	Manufacturer

	CD19
	APC-A700
	J3-119
	mIgG1
	Beckman Coulter

	CD27
	PC5.5
	1A4CD27
	mIgG1
	Beckman Coulter

	CD38
	APC
	LS198-4-3
	mIgG1
	Beckman Coulter

	CD45
	KO
	J33
	mIgG1
	Beckman Coulter

	CD56
	PC7
	N901
	mIgG1
	Beckman Coulter

	CD81
	APC-Cy7
	M38
	mIgG1
	Exbio

	CD117
	ECD
	104D2D1
	mIgG1
	Beckman Coulter

	CD138
	PB
	B-A38
	mIgG1
	Beckman Coulter

	cyIg
	FITC
	Polyclonal
	(F(ab‘)2 ) Goat
	Beckman Coulter

	cyIg
	PE
	Polyclonal
	(F(ab‘)2 ) Goat
	Beckman Coulter





Supplementary Table S2. Treatment distribution and selected clinical characteristics according to the European CTC Consortium proposed 0.02% CTPCs cutoff.
	Variable
	All evaluable patients
	CTPCs ≤ 0.02%
	CTPCs > 0.02%
	p-value

	N
	55
	30
	25
	

	Age, years, median (range)
	70 (43-87)
	70 (53-87)
	70 (43-84)
	0.472

	Daratumumab-based first-line therapy
	25 (45.5%)
	16 (53.3%)
	9 (36.0%)
	0.278

	Autologous stem cell transplantation performed
	27 (49.1%)
	14 (46.7%)
	13 (52.0%)
	0.789

	High-risk cytogenetics
	34 (61.8%)
	15 (50.0%)
	19 (76.0%)
	0.057

	R2-ISS III/IV
	34/54 (63.0%)
	17/30 (56.7%)
	17/24 (70.8%)
	0.396

	Extramedullary disease
	9 (16.4%)
	3 (10.0%)
	6 (24.0%)
	0.273

	Bone disease
	47 (85.5%)
	26 (86.7%)
	21 (84.0%)
	1.000

	Renal insufficiency
	8 (14.5%)
	4 (13.3%)
	4 (16.0%)
	1.000

	PFS event
	21 (38.2%)
	8 (26.7%)
	13 (52.0%)
	0.094

	First-line regimen: D-VTD
	18 (32.7%)
	10 (33.3%)
	8 (32.0%)
	

	First-line regimen: VCd/BCD
	12 (21.8%)
	5 (16.7%)
	7 (28.0%)
	

	First-line regimen: VRd
	6 (10.9%)
	2 (6.7%)
	4 (16.0%)
	

	First-line regimen: Rd
	6 (10.9%)
	3 (10.0%)
	3 (12.0%)
	

	First-line regimen: BDD
	5 (9.1%)
	4 (13.3%)
	1 (4.0%)
	

	First-line regimen: D-VMP
	4 (7.3%)
	3 (10.0%)
	1 (4.0%)
	

	First-line regimen: D-Rd
	3 (5.5%)
	3 (10.0%)
	0 (0.0%)
	

	First-line regimen: Vd/BD
	1 (1.8%)
	0 (0.0%)
	1 (4.0%)
	


Abbreviations: CTPCs-circulating tumor plasma cells; D-Rd-daratumumab-lenalidomide-dexamethasone; D-VMP-daratumumab-bortezomib-melphalan-prednisone; D-VTD-daratumumab-bortezomib-thalidomide-dexamethasone; PB-peripheral blood; PFS-progression-free survival; VCd/BCD-bortezomib-cyclophosphamide-dexamethasone; VRd-bortezomib-lenalidomide-dexamethasone


Supplementary Table S3. Treatment distribution and selected clinical characteristics according to our exploratory dataset-derived 0.05% CTPCs cutoff.
	Variable
	All evaluable patients
	CTPCs ≤ 0.05%
	CTPCs > 0.05%
	p-value

	N
	55
	37
	18
	

	Age, years, median (range)
	70 (43-87)
	70 (43-87)
	70 (49-84)
	0.634

	Daratumumab-based first-line therapy
	25 (45.5%)
	20 (54.1%)
	5 (27.8%)
	0.087

	Autologous stem cell transplantation performed
	27 (49.1%)
	19 (51.4%)
	8 (44.4%)
	0.775

	High-risk cytogenetics
	34 (61.8%)
	21 (56.8%)
	13 (72.2%)
	0.377

	R2-ISS III/IV
	34/54 (63.0%)
	19/37 (51.4%)
	15/17 (88.2%)
	0.014

	Extramedullary disease
	9 (16.4%)
	4 (10.8%)
	5 (27.8%)
	0.135

	Bone disease
	47 (85.5%)
	32 (86.5%)
	15 (83.3%)
	1.000

	Renal insufficiency
	8 (14.5%)
	5 (13.5%)
	3 (16.7%)
	1.000

	PFS event
	21 (38.2%)
	9 (24.3%)
	12 (66.7%)
	0.004

	First-line regimen: D-VTD
	18 (32.7%)
	14 (37.8%)
	4 (22.2%)
	

	First-line regimen: VCd/BCD
	12 (21.8%)
	6 (16.2%)
	6 (33.3%)
	

	First-line regimen: VRd
	6 (10.9%)
	3 (8.1%)
	3 (16.7%)
	

	First-line regimen: Rd
	6 (10.9%)
	4 (10.8%)
	2 (11.1%)
	

	First-line regimen: BDD
	5 (9.1%)
	4 (10.8%)
	1 (5.6%)
	

	First-line regimen: D-VMP
	4 (7.3%)
	3 (8.1%)
	1 (5.6%)
	

	First-line regimen: D-Rd
	3 (5.5%)
	3 (8.1%)
	0 (0.0%)
	

	First-line regimen: Vd/BD
	1 (1.8%)
	0 (0.0%)
	1 (5.6%)
	


Notes: P-values were calculated using the Mann-Whitney U test for age and Fisher exact test for categorical variables; first-line regimen rows are descriptive.
Abbreviations: CTPCs-circulating tumor plasma cells; D-Rd-daratumumab-lenalidomide-dexamethasone; D-VMP-daratumumab-bortezomib-melphalan-prednisone; D-VTD-daratumumab-bortezomib-thalidomide-dexamethasone; VCd/BCD-bortezomib-cyclophosphamide-dexamethasone; VRd-bortezomib-lenalidomide-dexamethasone
