Additional file 1. Supplementary analyses
Table S1. Concomitant medications recorded during follow-up
	Medication class
	Agents recorded
	Patients, n (%)

	Antidepressants
	Sertraline, bupropion, trazodone, clomipramine, fluoxetine, vortioxetine, escitalopram, desvenlafaxine, paroxetine, tianeptine, venlafaxine, duloxetine
	57 (36.8)

	Psychiatric medications
	Quetiapine, lithium, olanzapine, risperidone, aripiprazole
	48 (31.0)

	Anxiolytics
	Diazepam, lorazepam, alprazolam, tofisopam, bromazepam, buspirone
	32 (20.6)

	Anticonvulsants
	Topiramate, lamotrigine, valproic acid, clonazepam
	25 (16.1)

	Attention-deficit/hyperactivity disorder and other central nervous system medications
	Methylphenidate (n = 14), atomoxetine (n = 6)
	18 (11.6)

	Hypnotics and sedatives
	Zolpidem, melatonin, triazolam, zaleplon, flunitrazepam, eszopiclone
	10 (6.5)

	Beta-blockers
	Propranolol
	9 (5.8)

	Drugs for substance dependence
	Naltrexone, acamprosate
	3 (1.9)

	Gastrointestinal motility agents
	Mosapride, itopride
	3 (1.9)

	Acid-suppressive and peptic-ulcer medications
	Lafutidine
	2 (1.3)

	Digestive enzymes
	Digestives, including enzymes
	1 (0.6)

	Anti-obesity medication
	Semaglutide
	1 (0.6)


FAS = Full Analysis Set. Values are unique patients, n (% of FAS, N = 155). Patients could be included in more than one medication class; therefore, percentages do not sum to 100%. Selected potentially weight-relevant medications included lithium (n = 35), methylphenidate (n = 14), atomoxetine (n = 6), topiramate (n = 6), valproic acid (n = 3), and semaglutide (n = 1). Individual agent counts are not mutually exclusive.

Table S2. Proportion of patients with ≥5% body weight reduction
	Comparison period
	Analysis set
	Denominator
	Patients with at least 5% reduction
	%
	95% CI

	Baseline to Visit 2
	FAS
	153
	8
	5.2
	2.7–10.0

	Visit 2 to Visit 3
	FAS
	153
	18
	11.8
	7.6–17.8

	Baseline to Visit 3
	FAS
	155
	40
	25.8
	19.6–33.2

	Baseline to Visit 3 (baseline BMI ≥25 kg/m²)
	FAS subgroup
	101
	26
	25.7
	18.2–35.0


BMI = body mass index; CI = confidence interval; FAS = Full Analysis Set. A ≥5% weight reduction was defined relative to the first visit in each comparison interval. The 95% CIs were calculated using the Wilson method.



Table S3. HAM-D item and total score changes through 16 weeks (Full Analysis Set, N = 155)
	HAM-D item
	Baseline
mean ± SD
	Visit 2
mean ± SD
	Visit 3
mean ± SD
	Baseline-to-Visit 3 change
mean ± SD
	p-valuea

	01. Depressed mood
	1.73 ± 0.93
	1.42 ± 0.83
	1.12 ± 0.71
	-0.61 ± 0.84
	<0.0001

	02. Feelings of guilt
	1.05 ± 0.83
	0.85 ± 0.77
	0.68 ± 0.70
	-0.37 ± 0.73
	<0.0001

	03. Suicide
	0.48 ± 0.65
	0.47 ± 0.67
	0.25 ± 0.50
	-0.24 ± 0.64
	<0.0001

	04. Insomnia early
	0.97 ± 0.70
	0.79 ± 0.63
	0.65 ± 0.60
	-0.32 ± 0.57
	<0.0001

	05. Insomnia middle
	0.83 ± 0.66
	0.62 ± 0.56
	0.50 ± 0.57
	-0.32 ± 0.65
	<0.0001

	06. Insomnia late
	0.64 ± 0.63
	0.47 ± 0.57
	0.41 ± 0.57
	-0.23 ± 0.62
	<0.0001

	07. Work and activities
	1.57 ± 0.99
	1.16 ± 0.85
	0.99 ± 0.73
	-0.58 ± 0.93
	<0.0001

	08. Retardation
	1.15 ± 0.99
	0.91 ± 0.87
	0.72 ± 0.78
	-0.43 ± 0.80
	<0.0001

	09. Agitation
	1.15 ± 0.80
	0.93 ± 0.66
	0.77 ± 0.64
	-0.38 ± 0.76
	<0.0001

	10. Anxiety, psychic
	1.46 ± 0.79
	1.15 ± 0.67
	0.95 ± 0.62
	-0.51 ± 0.73
	<0.0001

	11. Anxiety, somatic
	1.19 ± 0.77
	0.86 ± 0.63
	0.71 ± 0.62
	-0.48 ± 0.74
	<0.0001

	12. Somatic symptoms, gastrointestinal
	0.54 ± 0.55
	0.44 ± 0.54
	0.38 ± 0.51
	-0.16 ± 0.56
	<0.0001

	13. General somatic symptoms
	0.86 ± 0.65
	0.63 ± 0.59
	0.54 ± 0.54
	-0.32 ± 0.61
	0.0005

	14. Genital symptoms
	0.44 ± 0.59
	0.31 ± 0.48
	0.26 ± 0.44
	-0.18 ± 0.45
	<0.0001

	15. Hypochondriasis
	0.65 ± 0.68
	0.51 ± 0.59
	0.39 ± 0.56
	-0.26 ± 0.59
	<0.0001

	16. Loss of weight
	0.05 ± 0.25
	0.12 ± 0.35
	0.11 ± 0.33
	+0.06 ± 0.40
	0.0717

	17. Insight
	0.41 ± 0.53
	0.41 ± 0.52
	0.37 ± 0.52
	-0.04 ± 0.34
	0.1580

	Total HAM-D score
	15.17 ± 7.82
	12.03 ± 6.46
	9.81 ± 5.82
	-5.36 ± 5.99
	<0.0001

	Total HAM-D score excluding Item 16
	15.12 ± 7.76
	11.90 ± 6.37
	9.70 ± 5.80
	-5.42 ± 6.05
	<0.0001


HAM-D = 17-item Hamilton Depression Rating Scale; SD = standard deviation. Visit 2 and Visit 3 item-level denominators ranged from 153 to 154 and 154 to 155, respectively. ᵃWilcoxon signed-rank test for the within-patient change from baseline to Visit 3 using available observations. Item-level analyses were exploratory; nominal p-values were not adjusted for multiple comparisons. The total score excluding Item 16 was evaluated post hoc as a sensitivity analysis.


Table S4. CGI-I dose subgroup analysis at 4 and 16 weeks
	Dose subgroup
	Visit 2 CGI-I
	Visit 3 CGI-I
	Visit 2 to Visit 3 change
	p-value

	Overall
	154, 3.44±0.72
(3, 1, 6)
	155, 3.07±0.94
(3, 1, 6)
	154, -0.36±1.00
(0, -4, 3)
	<0.0001

	10 mg
	1, 3
	1, 2
	1, -1
	-

	20 mg
	60, 3.47±0.75
(3, 2, 5)
	61, 3.15±1.00
(3, 1, 6)
	60, -0.30±1.14
(0, -3, 3)
	0.0459

	40 mg
	47, 3.51±0.78
(4, 1, 6)
	47, 3.11±0.91
(3, 1, 5)
	47, -0.40±0.97
(0, -4, 1)
	0.0064

	60 mg
	19, 3.53±0.70
(4, 2, 5)
	19, 3.37±0.76
(3, 2, 5)
	19, -0.16±1.01
(0, -3, 2)
	0.5061

	80 mg
	27, 3.22±0.58
(3, 2, 4)
	27, 2.67±0.88
(2, 1, 4)
	27, -0.56±0.64
(-1, -2, 1)
	<0.0001


CGI-I = Clinical Global Impression-Improvement; SD = standard deviation. Dose subgroups were based on the most frequently administered lurasidone daily dose during follow-up. Values are n, mean ± SD (median, minimum, maximum); single observations are reported as n, value. P-values are from Wilcoxon signed-rank tests of changes from Visit 2 to Visit 3.




