Table S3. Primary and secondary safety outcomes (safety analysis population, n = 56 per group)
	Outcome
	Time point
	TSHE
	Placebo

	
	
	Subjects (n)
	Subjects with events
	Incidence (%)
	Subjects (n)
	Subjects with events
	Incidence (%)

	Adverse events
	Entire period
	56
	0
	0
	56
	0
	0

	U-Pro
(qualitative)
	Week 4
	56
	4
	7.1
	56
	2
	3.6

	
	Week 8
	56
	2
	3.6
	55
	3
	5.5

	
	Week 12
	56
	0
	0
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	4
	7.4

	U-Glu
(qualitative)
	Week 4
	56
	0
	0
	56
	2
	3.6

	
	Week 8
	56
	0
	0
	55
	1
	1.8

	
	Week 12
	56
	0
	0
	54
	0
	0

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	1
	1.9

	U-pH
	Week 4
	56
	0
	0
	56
	2
	3.6

	
	Week 8
	56
	0
	0
	55
	1
	1.8

	
	Week 12
	56
	0
	0
	54
	0
	0

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	1
	1.9

	U-OB
	Week 4
	56
	2
	3.6
	56
	1
	1.8

	
	Week 8
	56
	1
	1.8
	55
	1
	1.8

	
	Week 12
	56
	2
	3.6
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	0
	0
	54
	1
	1.9

	WBC
	Week 4
	56
	1
	1.8
	56
	2
	3.6

	
	Week 8
	56
	0
	0
	55
	1
	1.8

	
	Week 12
	56
	1
	1.8
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	0
	0
	54
	2
	3.7

	RBC
	Week 4
	56
	2
	3.6
	56
	2
	3.6

	
	Week 8
	56
	1
	1.8
	55
	0
	0

	
	Week 12
	56
	2
	3.6
	54
	1
	1.9

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	2
	3.7

	Hb
	Week 4
	56
	1
	1.8
	56
	4
	7.1

	
	Week 8
	56
	2
	3.6
	55
	4
	7.3

	
	Week 12
	56
	1
	1.8
	54
	4
	7.4

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	2
	3.7

	Hct
	Week 4
	56
	5
	8.9
	56
	9
	16.1

	
	Week 8
	56
	2
	3.6
	55
	4
	7.3

	
	Week 12
	56
	3
	5.4
	54
	4
	7.4

	
	Week 4 post-intervention
	56
	5
	8.9
	54
	6
	11.1

	PLT
	Week 4
	56
	2
	3.6
	56
	1
	1.8

	
	Week 8
	56
	2
	3.6
	55
	3
	5.5

	
	Week 12
	56
	3
	5.4
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	4
	7.1
	54
	3
	5.6

	AST
	Week 4
	56
	2
	3.6
	56
	6
	10.7

	
	Week 8
	56
	2
	3.6
	55
	4
	7.3

	
	Week 12
	56
	3
	5.4
	54
	7
	13.0

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	4
	7.4

	ALT
	Week 4
	56
	3
	5.4
	56
	3
	5.4

	
	Week 8
	56
	3
	5.4
	55
	3
	5.5

	
	Week 12
	56
	5
	8.9
	54
	3
	5.6

	
	Week 4 post-intervention
	56
	3
	5.4
	54
	4
	7.4

	γ-GTP
	Week 4
	56
	7
	12.5
	56
	9
	16.1

	
	Week 8
	56
	5
	8.9
	55
	6
	10.9

	
	Week 12
	56
	6
	10.7
	54
	6
	11.1

	
	Week 4 post-intervention
	56
	4
	7.1
	54
	7
	13.0

	T-Bil
	Week 4
	56
	1
	1.8
	56
	3
	5.4

	
	Week 8
	56
	4
	7.1
	55
	4
	7.3

	
	Week 12
	56
	2
	3.6
	54
	4
	7.4

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	2
	3.7

	TP
	Week 4
	56
	4
	7.1
	56
	1
	1.8

	
	Week 8
	56
	3
	5.4
	55
	1
	1.8

	
	Week 12
	56
	1
	1.8
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	4
	7.1
	54
	3
	5.6

	BUN
	Week 4
	56
	4
	7.1
	56
	4
	7.1

	
	Week 8
	56
	3
	5.4
	55
	3
	5.5

	
	Week 12
	56
	5
	8.9
	54
	3
	5.6

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	3
	5.6

	Cr
	Week 4
	56
	3
	5.4
	56
	6
	10.7

	
	Week 8
	56
	6
	10.7
	55
	6
	10.9

	
	Week 12
	56
	3
	5.4
	54
	8
	14.8

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	7
	13.0*
(p = 0.024)

	UA
	Week 4
	56
	3
	5.4
	56
	8
	14.3

	
	Week 8
	56
	4
	7.1
	55
	2
	3.6

	
	Week 12
	56
	2
	3.6
	54
	7
	13.0

	
	Week 4 post-intervention
	56
	2
	3.6
	54
	5
	9.3

	Na
	Week 4
	56
	0
	0
	56
	0
	0

	
	Week 8
	56
	0
	0
	55
	0
	0

	
	Week 12
	56
	0
	0
	54
	0
	0

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	0
	0

	K
	Week 4
	56
	2
	3.6
	56
	8
	14.3*
(p = 0.047)

	
	Week 8
	56
	1
	1.8
	55
	5
	9.1

	
	Week 12
	56
	1
	1.8
	54
	5
	9.3

	
	Week 4 post-intervention
	56
	0
	0
	54
	2
	3.7

	Cl
	Week 4
	56
	0
	0
	56
	0
	0

	
	Week 8
	56
	0
	0
	55
	2
	3.6

	
	Week 12
	56
	0
	0
	54
	0
	0

	
	Week 4 post-intervention
	56
	0
	0
	54
	0
	0

	AMY
	Week 4
	56
	4
	7.1
	56
	1
	1.8

	
	Week 8
	56
	3
	5.4
	55
	3
	5.5

	
	Week 12
	56
	3
	5.4
	54
	4
	7.4

	
	Week 4 post-intervention
	56
	2
	3.6
	54
	3
	5.6

	T-Cho
	Week 4
	56
	6
	10.7
	56
	7
	12.5

	
	Week 8
	56
	9
	16.1
	55
	6
	10.9

	
	Week 12
	56
	7
	12.5
	54
	5
	9.3

	
	Week 4 post-intervention
	56
	6
	10.7
	54
	8
	14.8

	HDL-Cho
	Week 4
	56
	0
	0
	56
	0
	0

	
	Week 8
	56
	0
	0
	55
	1
	1.8

	
	Week 12
	56
	3
	5.4
	54
	2
	3.7

	
	Week 4 post-intervention
	56
	2
	3.6
	54
	1
	1.9

	LDL-Cho
	Week 4
	56
	6
	10.7
	56
	6
	10.7

	
	Week 8
	56
	9
	16.1
	55
	6
	10.9

	
	Week 12
	56
	5
	8.9
	54
	6
	11.1

	
	Week 4 post-intervention
	56
	5
	8.9
	54
	3
	5.6

	TG
	Week 4
	56
	9
	16.1
	56
	7
	12.5

	
	Week 8
	56
	6
	10.7
	55
	6
	10.9

	
	Week 12
	56
	9
	16.1
	54
	6
	11.1

	
	Week 4 post-intervention
	56
	7
	12.5
	54
	5
	9.3

	GLU
	Week 4
	56
	2
	3.6
	56
	2
	3.6

	
	Week 8
	56
	1
	1.8
	55
	0
	0

	
	Week 12
	56
	2
	3.6
	54
	4
	7.4

	
	Week 4 post-intervention
	56
	4
	7.1
	54
	2
	3.7

	HbA1c
	Week 4
	56
	1
	1.8
	56
	2
	3.6

	
	Week 8
	56
	2
	3.6
	55
	2
	3.6

	
	Week 12
	56
	1
	1.8
	54
	3
	5.6

	
	Week 4 post-intervention
	56
	1
	1.8
	54
	3
	5.6


U-Pro: urine protein, U-Glu: urine glucose, U-pH: urine pH, U-OB: urine occult blood, WBC: white blood cell count, RBC: red blood cell count, Hb: hemoglobin, Hct: hematocrit, PLT: platelet count, AST: aspartate aminotransferase, ALT: alanine aminotransferase, γ-GTP: gamma-glutamyl transferase, T-Bil: total bilirubin, TP: total protein, BUN: blood urea nitrogen, Cr: creatinine, UA: uric acid, Na: sodium, K: potassium, Cl: chloride, AMY: serum amylase, T-Cho: total cholesterol, HDL-Cho: high-density lipoprotein cholesterol, LDL-Cho: low-density lipoprotein cholesterol, TG: triglycerides, GLU: glucose, HbA1c: hemoglobin A1c


