
Table S2. Secondary efficacy outcomes (per-protocol set, n = 50 per group) 
	Outcome
	Statistics
	Week 0
	Week 4
	Week 8
	Week 12

	
	
	TSHE
	Placebo
	TSHE
	Placebo
	TSHE
	Placebo
	TSHE
	Placebo

	BW (kg)
	Mean ± SD
	73.4 ± 9.9
	74.2 ± 8.3
	73.0 ± 9.8
	73.8 ± 8.5
	72.8 ± 9.9
	73.7 ± 9.0
	72.8 ± 10.0
	74.1 ± 9.0

	
	EMM
	-
	-
	73.4
	73.4
	73.2
	73.3
	73.2
	73.7

	
	95% CI
	-
	-
	[72.8, 74.0]
	[72.8, 74.0]
	[72.5, 73.8]
	[72.6, 73.9]
	[72.5, 73.9]
	[73.0, 74.4]

	BMI
	Mean ± SD
	27.1 ± 1.3
	27.0 ± 1.3
	27.0 ± 1.5
	26.9 ± 1.6
	26.9 ± 1.5
	26.8 ± 1.7
	26.9 ± 1.5
	27.0 ± 1.6

	
	EMM
	-
	-
	26.9
	26.9
	26.9
	26.9
	26.8
	27.0

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

	BFP (%)
	Mean ± SD
	32.4 ± 7.4
	31.2 ± 6.7
	31.5 ± 7.7
	30.9 ± 6.9
	32.0 ± 7.6
	30.9 ± 6.7
	32.0 ± 7.4
	31.4 ± 6.5

	
	EMM
	-
	-
	30.9
	31.5
	31.4
	31.5
	31.5
	31.9

	
	95% CI
	-
	-
	[30.5, 31.4]
	[31.0, 32.0]
	[30.9, 31.9]
	[31.0, 32.0]
	[31.0, 32.0]
	[31.4, 32.4]

	WC (cm)
	Mean ± SD
	94.9 ± 5.2
	95.5 ± 5.2
	94.3 ± 5.2
	95.8 ± 5.7
	95.1 ± 5.6
	95.6 ± 5.3
	93.9 ± 6.1
	95.6 ± 5.8

	
	EMM
	-
	-
	94.6
	95.6
	95.3
	95.3
	94.1
	95.4

	
	95% CI
	-
	-
	[93.5, 95.6]
	[94.6, 96.6]
	[94.3, 96.4]
	[94.3, 96.4]
	[92.9, 95.3]
	[94.2, 96.6]

	HC (cm)
	Mean ± SD
	100.0 ± 3.9
	99.5 ± 3.9
	99.9 ± 4.3
	99.4 ± 3.9
	99.7 ± 3.9
	99.0 ± 3.8
	99.4 ± 4.3
	99.3 ± 4.0

	
	EMM
	-
	-
	99.7
	99.6
	99.5
	99.2
	99.2
	99.5

	
	95% CI
	-
	-
	[99.0, 100.4]
	[98.9, 100.3]
	[98.9, 100.1]
	[98.6, 99.8]
	[98.4, 99.9]
	[98.8, 100.3]

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

	
	EMM
	-
	-
	0.9
	1.0
	1.0
	1.0
	1.0
	1.0

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

	FM (kg)
	Mean ± SD
	23.4 ± 4.8
	22.9 ± 4.2
	22.6 ± 4.7
	22.6 ± 4.5
	23.0 ± 5.0
	22.5 ± 4.5
	23.0 ± 4.9
	23.0 ± 4.3

	
	EMM
	-
	-
	22.4
	22.8
	22.7
	22.8
	22.8
	23.2

	
	95% CI
	-
	-
	[21.9, 22.9]
	[22.3, 23.3]
	[22.2, 23.2]
	[22.3, 23.3]
	[22.2, 23.3]
	[22.7, 23.8]

	FFM (kg)
	Mean ± SD
	50.0 ± 10.3
	51.3 ± 9.0
	50.4 ± 10.6
	51.2 ± 9.1
	49.8 ± 10.3
	51.1 ± 9.2
	49.8 ± 10.3
	51.1 ± 9.2

	
	EMM
	-
	-
	51.0
	50.6
	50.5
	50.5
	50.4
	50.5

	
	95% CI
	-
	-
	[50.7, 51.4]
	[50.2, 50.9]
	[50.1, 50.8]
	[50.1, 50.8]
	[50.1, 50.8]
	[50.1, 50.8]

	SMM (kg)
	Mean ± SD
	47.3 ± 9.8
	48.5 ± 8.6
	47.6 ± 10.2
	48.5 ± 8.8
	47.1 ± 9.8
	48.4 ± 8.8
	47.1 ± 9.8
	48.4 ± 8.8

	
	EMM
	-
	-
	48.3
	47.8
	47.7
	47.7
	47.7
	47.8

	
	95% CI
	-
	-
	[47.9, 48.6]
	[47.5, 48.2]
	[47.4, 48.1]
	[47.4, 48.1]
	[47.4, 48.0]
	[47.4, 48.1]

	T-Cho (mg/dL)
	Mean ± SD
	211.3 ± 37.7
	208.5 ± 39.4
	213.2 ± 35.4
	214.2 ± 38.3
	217.1 ± 32.7
	213.8 ± 37.3
	214.1 ± 37.4
	211.3 ± 37.6

	
	EMM
	-
	-
	212.1
	215.3
	216.1
	214.8
	213.0
	212.3

	
	95% CI
	-
	-
	[206.1, 218.2]
	[209.2, 221.3]
	[210.0, 222.2]
	[208.7, 220.9]
	[206.6, 219.3]
	[206.0, 218.7]

	HDL-Cho (mg/dL)
	Mean ± SD
	58.5 ± 11.9
	58.5 ± 16.0
	59.1 ± 11.4
	59.2 ± 13.3
	60.1 ± 11.5
	58.9 ± 15.2
	59.3 ± 14.3
	58.4 ± 15.8

	
	EMM
	-
	-
	59.1
	59.2
	60.0
	58.9
	59.3
	58.4

	
	95% CI
	-
	-
	[57.3, 60.9]
	[57.4, 61.0]
	[58.0, 62.0]
	[56.9, 60.9]
	[57.1, 61.5]
	[56.2, 60.6]

	LDL-Cho (mg/dL)
	Mean ± SD
	128.9 ± 30.4
	123.9 ± 30.9
	130.6 ± 31.1
	129.4 ± 31.5
	133.4 ± 27.4
	128.1 ± 30.4
	132.2 ± 30.5
	125.5 ± 31.4

	
	EMM
	-
	-
	128.5
	131.5
	131.5
	130.1
	130.1
	127.6

	
	95% CI
	-
	-
	[123.5, 133.5]
	[126.5, 136.6]
	[126.9, 136.1]
	[125.5, 134.7]
	[125.1, 135.1]
	[122.6, 132.6]

	TG (mg/dL)
	Mean ± SD
	123.9 ± 70.7
	133.2 ± 73.6
	119.6 ± 63.0
	132.0 ± 80.8
	117.8 ± 63.5
	135.9 ± 97.4
	118.0 ± 62.1
	146.7 ± 111.2

	
	EMM
	-
	-
	122.7
	128.9
	120.2
	133.6
	120.3
	144.4

	
	95% CI
	-
	-
	[107.5, 138.0]
	[113.7, 144.2]
	[99.4, 140.9]
	[112.8, 154.3]
	[96.9, 143.7]
	[121.0, 167.9]

	GLU (mg/dL)
	Mean ± SD
	91.0 ± 18.5
	90.1 ± 7.9
	88.2 ± 7.6*
(p = 0.017)
	92.6 ± 10.9
	92.6 ± 16.5
	92.0 ± 9.2
	90.6 ± 12.7
	92.9 ± 12.4

	
	EMM
	-
	-
	88.2
	92.7
	92.2
	92.4
	90.3
	93.2

	
	95% CI
	-
	-
	[85.6, 90.8]
	[90.1, 95.3]
	[90.4, 94.0]
	[90.5, 94.2]
	[88.0, 92.6]
	[90.9, 95.5]

	HbA1c (NGSP) (%)
	Mean ± SD
	5.5 ± 0.3
	5.5 ± 0.3
	5.6 ± 0.3
	5.5 ± 0.3
	5.6 ± 0.3
	5.5 ± 0.3
	5.6 ± 0.3
	5.6 ± 0.3

	
	EMM
	-
	-
	5.6
	5.5
	5.6
	5.5
	5.6
	5.6

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


[bookmark: _Hlk234487533]SD: standard deviation, EMM: estimated marginal mean, 95% CI: 95% confidence interval, BW: body weight, BMI: body mass index, BFP: body fat percentage, WC: waist circumference, HC: hip circumference, WHR: waist-to-hip ratio, FM: fat mass, FFM: fat-free mass, SMM: skeletal muscle mass, T-Cho: total cholesterol, HDL-Cho: high-density lipoprotein cholesterol, LDL-Cho: low-density lipoprotein cholesterol, TG: triglycerides, GLU: glucose, HbA1c: hemoglobin A1c


