
Table S4. Exploratory analysis of secondary efficacy outcomes (TSHE, n = 35; placebo, n = 30) in the subgroup with a visceral-to-subcutaneous fat ratio (VSR) ≥ 0.4
	Outcome
	Statistics
	Week 0
	Week 4
	Week 8
	Week 12

	
	
	TSHE
(n=35)
	Placebo
(n=30)
	TSHE
(n=35)
	Placebo
(n=30)
	TSHE
(n=35)
	Placebo
(n=30)
	TSHE
(n=35)
	Placebo
(n=30)

	BW (kg)
	Mean ± SD
	73.9 ± 10.0
	77.8 ± 7.3
	73.4 ± 9.6
	77.5 ± 7.2
	73.2 ± 9.7
	77.6 ± 7.6
	73.1 ± 9.7*
(p = 0.010)
	78.1 ± 7.4

	
	EMM
	-
	-
	75.1
	75.5
	74.9
	75.5
	74.8
	76.1

	
	95% CI
	-
	-
	[74.5, 75.7]
	[74.8, 76.1]
	[74.3, 75.6]
	[74.9, 76.2]
	[74.1, 75.4]
	[75.4, 76.8]

	BMI
	Mean ± SD
	27.0 ± 1.3
	27.3 ± 1.4
	26.8 ± 1.5
	27.1 ± 1.4
	26.8 ± 1.5
	27.2 ± 1.5
	26.7 ± 1.5*
(p = 0.018)
	27.4 ± 1.4

	
	EMM
	-
	-
	26.9
	27.0
	26.9
	27.0
	26.8
	27.2

	
	95% CI
	-
	-
	[26.7, 27.2]
	[26.8, 27.2]
	[26.7, 27.1]
	[26.8, 27.3]
	[26.6, 27.1]
	[27.0, 27.5]

	BFP (%)
	Mean ± SD
	30.6 ± 7.0*
(p = 0.042)
	27.4 ± 5.2
	29.6 ± 7.3
	27.2 ± 5.4
	30.1 ± 7.3
	27.4 ± 5.4
	30.0 ± 6.9*
(p = 0.042)
	27.9 ± 5.1

	
	EMM
	-
	-
	28.1
	28.9
	28.6
	29.1
	28.6
	29.5

	
	95% CI
	-
	-
	[27.5, 28.7]
	[28.2, 29.5]
	[28.0, 29.2]
	[28.4, 29.7]
	[28.1, 29.2]
	[28.9, 30.1]

	WC (cm)
	Mean ± SD
	93.4 ± 5.2
	95.5 ± 5.4
	93.3 ± 5.2
	96.3 ± 5.4
	94.4 ± 5.8
	96.4 ± 5.4
	92.6 ± 5.6* (p = 0.020)
	96.4 ± 5.6

	
	EMM
	-
	-
	94.2
	95.3
	95.2
	95.4
	93.4
	95.4

	
	95% CI
	-
	-
	[93.2, 95.1]
	[94.2, 96.3]
	[94.1, 96.4]
	[94.1, 96.6]
	[92.3, 94.5]
	[94.2, 96.6]

	HC (cm)
	Mean ± SD
	99.5 ± 4.0
	99.3 ± 4.0
	99.3 ± 4.1
	99.5 ± 3.7
	99.2 ± 3.9
	99.3 ± 3.8
	98.5 ± 4.0* (p = 0.014)
	99.6 ± 3.4

	
	EMM
	-
	-
	99.3
	99.6
	99.1
	99.4
	98.4
	99.7

	
	95% CI
	-
	-
	[98.5, 100.0]
	[98.8, 100.3]
	[98.5, 99.8]
	[98.7, 100.1]
	[97.8, 99.1]
	[99.0, 100.4]

	WHR
	Mean ± SD
	0.9 ± 0.1
	1.0 ± 0.0
	0.9 ± 0.0
	1.0 ± 0.1
	1.0 ± 0.1
	1.0 ± 0.0
	0.9 ± 0.1
	1.0 ± 0.1

	
	EMM
	-
	-
	0.9
	1.0
	1.0
	1.0
	0.9
	1.0

	
	95% CI
	-
	-
	[0.9, 1.0]
	[0.9, 1.0]
	[0.9, 1.0]
	[0.9, 1.0]
	[0.9, 1.0]
	[0.9, 1.0]

	FM (kg)
	Mean ± SD
	22.3 ± 5.0
	21.3 ± 4.3
	21.4 ± 4.6
	21.0 ± 4.3
	21.8 ± 5.1
	21.2 ± 4.6
	21.7 ± 4.8*
(p = 0.013)
	21.8 ± 4.1


	
	EMM
	-
	-
	21.0
	21.5
	21.3
	21.8
	21.3
	22.3

	
	95% CI
	-
	-
	[20.4, 21.6]
	[20.9, 22.1]
	[20.8, 21.8]
	[21.2, 22.3]
	[20.7, 21.8]
	[21.7, 22.8]

	FFM (kg)
	Mean ± SD
	51.5 ± 9.7*
(p = 0.018)
	56.5 ± 6.4
	51.9 ± 10.1
	56.4 ± 6.5
	51.4 ± 9.7
	56.3 ± 6.4
	51.4 ± 9.7
	56.3 ± 6.6

	
	EMM
	-
	-
	54.3
	53.7
	53.6
	53.7
	53.6
	53.7

	
	95% CI
	-
	-
	[53.8, 54.7]
	[53.3, 54.2]
	[53.2, 54.0]
	[53.3, 54.2]
	[53.2, 54.1]
	[53.2, 54.1]

	SMM (kg)
	Mean ± SD
	48.8 ± 9.3*
(p = 0.016)
	53.5 ± 6.1

	49.1 ± 9.6
	53.5 ± 6.2
	48.6 ± 9.3
	53.4 ± 6.1
	48.6 ± 9.3
	53.4 ± 6.3

	
	EMM
	-
	-
	51.4
	50.9
	50.8
	50.9
	50.8
	50.8

	
	95% CI
	-
	-
	[51.0, 51.8]
	[50.4, 51.3]
	[50.4, 51.2]
	[50.5, 51.3]
	[50.4, 51.2]
	[50.4, 51.3]

	T-Cho (mg/dL)
	Mean ± SD
	214.8 ± 38.8
	204.1 ± 40.7
	214.6 ± 36.7
	208.4 ± 39.7
	215.1 ± 34.7
	207.3 ± 39.0
	213.5 ± 38.0
	201.9 ± 35.7

	
	EMM
	-
	-
	210.5
	213.2
	211.2
	211.8
	209.6
	206.5

	
	95% CI
	-
	-
	[204.0, 217.0]
	[206.1, 220.2]
	[204.6, 217.8]
	[204.7, 219.0]
	[203.0, 216.2]
	[199.4, 213.6]

	HDL-Cho (mg/dL)
	Mean ± SD
	57.7 ± 11.4
	53.2 ± 12.0
	58.4 ± 9.8
	53.9 ± 9.9
	58.5 ± 10.7
	52.5 ± 11.2
	57.8 ± 12.8
	51.8 ± 11.3

	
	EMM
	-
	-
	56.9
	55.7
	56.8
	54.3
	55.9
	53.9

	
	95% CI
	-
	-
	[55.2, 58.6]
	[53.8, 57.5]
	[54.7, 59.0]
	[52.0, 56.7]
	[53.7, 58.1]
	[51.6, 56.3]

	LDL-Cho (mg/dL)
	Mean ± SD
	131.3 ± 31.4
	123.5 ± 32.7
	130.8 ± 31.4
	127.7 ± 31.8
	132.8 ± 29.1
	125.7 ± 32.3
	132.3 ± 32.1
	121.3 ± 32.9

	
	EMM
	-
	-
	127.7
	131.4
	129.8
	129.2
	129.3
	124.9

	
	95% CI
	-
	-
	[122.6, 132.8]
	[125.8, 136.9]
	[124.5, 135.1]
	[123.4, 134.9]
	[123.3, 135.2]
	[118.4, 131.3]

	TG
(mg/dL)
　
	Mean ± SD
	135.5 ± 76.8
	146.8 ± 77.2
	128.5 ± 67.7
	142.1 ± 86.3
	119.1 ± 63.0
	150.2 ± 101.8
	123.2 ± 60.5
	164.6 ± 120.8

	
	EMM
	-
	-
	132.0
	138.1
	121.6
	147.3
	125.3
	162.2

	
	95% CI
	-
	-
	[112.4, 151.6]
	[116.9, 159.3]
	[96.2, 147.0]
	[119.8, 174.8]
	[95.2, 155.4]
	[129.7, 194.7]

	GLU (mg/dL)
	Mean ± SD
	93.1 ± 21.5
	91.0 ± 8.4
	88.6 ± 8.4
	92.4 ± 12.2
	93.5 ± 19.2
	92.3 ± 10.1
	91.7 ± 14.7
	93.3 ± 13.4

	
	EMM
	-
	-
	88.5
	92.5
	92.7
	93.4
	91.0
	94.1

	
	95% CI
	-
	-
	[85.0, 92.0]
	[88.8, 96.3]
	[90.8, 94.6]
	[91.3, 95.4]
	[88.2, 93.9]
	[91.0, 97.2]

	HbA1c 
	Mean ± SD
	5.6 ± 0.2
	5.5 ± 0.3
	5.6 ± 0.2
	5.5 ± 0.3
	5.6 ± 0.2
	5.5 ± 0.3
	5.6 ± 0.3
	5.6 ± 0.3

	
	EMM
	-
	-
	5.6
	5.5
	5.6
	5.6
	5.6
	5.6

	
	95% CI
	-
	-
	[5.5, 5.6]
	[5.5, 5.6]
	[5.5, 5.6]
	[5.5, 5.6]
	[5.6, 5.7]
	[5.6, 5.7]



