Supplementary tables

	Table S1 Clinical data of MM patients.

	No.
	Sex
	Age
	classification for monoclonal protein
	Clonal plasma cell percentage
	FISH
	DS stage
	ISS stage
	R-ISS stage
	Previous treatment scheme

	Patient 1
	Female
	56
	IgG λ
	38.5
	none
	ⅡA
	Ⅱ
	Ⅱ
	Newly diagnosed

	Patient 2
	Female
	68
	IgG κ
	42.5
	gain (1q21)
	ⅢB
	Ⅲ
	Ⅲ
	Newly diagnosed

	Patient 3
	Male
	48
	IgA λ
	55.0
	del(17/17p)
	ⅢA
	Ⅲ
	Ⅲ
	6 cycles of BDT regimen


BDT，Bortezomib, dexamethasone, thalidomide.
	Table S2 Primers used for the qRT-PCR analysis.

	Primer name
	Sequence (5'→3')

	SLC7A11-forward
	AGCACATAGCCAATGGTGAC

	SLC7A11-reverse
	GCTGGCTGGTTTTACCTCAA

	β-actin-forward
	GGACTTCGAGCAAGAGATGG

	β-actin-reverse
	AGCACTGTGTTGGCGTACAG


	Table S3. Effect and caculated CI of each combination treatment in ARP-1 cells

	Dose(μM)
	inhibition rate (%)
	Dose(μM)
	inhibition rate (%)
	CI value

	
	Chidamide
	Lenalidomide
	
	Combination
	

	0.5
	32.5
	13.1
	4 +4
	82.1
	0.363

	1
	41.3
	19.2
	8 + 8
	95.7
	0.285

	2
	52.7
	23.9
	0.5 + 2
	34.9
	0.528

	4
	75.6
	27.1
	0.5 + 4
	42.6
	0.501

	8
	91.9
	31.4
	0.5 + 8
	45.2
	0.479

	0.5 + 0.5
	33.8  (CI: 0.535)
	1 + 2
	47.8
	0.461

	1 +1
	47.1  (CI: 0.468)
	1 + 4
	65.6
	0.139

	2 +2
	66.9  (CI: 0.413)
	1 + 8
	72.3
	0.120


	Table S4. Effect of and caculated CI each combination treatment in RPMI-8226 cells

	Dose(μM)
	inhibition rate (%)
	Dose(μM)
	inhibition rate (%)
	CI value

	
	Chidamide
	Lenalidomide
	
	Combination
	

	0.5
	12.5
	6.2
	4 +4
	63.1
	0.140

	1
	16.4
	8.7
	8 + 8
	83.9
	0.085

	2
	23.1
	14.2
	0.5 + 2
	13.8
	0.783

	4
	33.6
	14.5
	0.5 + 4
	16.4
	0.678

	8
	46.8
	21.5
	0.5 + 8
	25.5
	0.437

	0.5 + 0.5
	14.7  (CI: 0.678)
	1 + 2
	21.5
	0.533

	1 +1
	31.4  (CI: 0.369)
	1 + 4
	42.3
	0.274

	2 +2
	45.7  (CI: 0.241)
	1 + 8
	48.7
	0.239


Supplementary figures
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Fig. S1. Dose-effect curve of chidamide (CHI), lenalidomide (Len) and the combination (1: 1 ratio) in ARP-1 and RPMI-8226 cells.
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Fig. S2. Colony forming assay studies of colony formation rate of ARP-1 and RPMI-8226 cells. Representative images of the colonies under treatment with chidamide (1 μM) and lenalidomide (4 μM) (10 × microscope, scale bars represent 200 μm). 
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Fig. S3. Chidamide (CHI) increases G1 arrest of lenalidomide (Len) in ARP-1 cells. (A) and (B), cell cycle analysis of ARP-1 cells treated with chidamide (1 μM) and lenalidomide (4 μM) for 24 hours. Percentages of the subpopulation of MM cells at different cell phases based on three independent experiments. NS, means no significant difference, p > 0.05; *, p < 0.05; **, p < 0.01; ***, p < 0.001 vs. combination. 
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Fig. S4. Chidamide (CHI) synergies with lenalidomide (Len) in inducing ROS levels and H2O2 levels. A and B, ARP-1 and RPMI-8226 cells were treated with 0.5 μM and/ or 5 μM lenalidomide for indicated time (0, 3, 6 and 12 hours), pretreated with or without 15 mmol/L NAC. Then ROS levels were measured using Reactive Oxygen Species Assay Kit. NS, p > 0.05; *, p < 0.05; **, p < 0.01 vs. combination. C, after treated with 20 μM lenalidomide for indicated time (0, 3, 6 and 12 hours), H2O2 levels were tested using hydrogen peroxide assay kit in ARP-1 and RPMI-8226 cells. *, p < 0.05; **, p < 0.01.
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Fig. S5. Weight of mice in each experimental group. Mice weight were measured at day 24. Error bars indicate mean ± SD (n=4). NS, compared with the control group, there is no significant difference, p > 0.05 vs. control.

