SUPPLEMENT
e-Figure 1. Plasma CX3CL1 levels in patients with bipolar disorder with and without lithium treatment stratified by cardiovascular risk
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Footnote: low cardiovascular risk group with lithium treatment: n = 22, low cardiovascular risk group without lithium treatment: n = 17; high cardiovascular risk group with lithium treatment: n = 28, high cardiovascular risk group without lithium treatment: n = 28.
e-Figure 2. Plot of correlation between plasma CX3CL1 levels and mitral valve E/A ratio (n = 92)
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e-Table 1. Demographic and clinical variables of female patients with bipolar disorder (n = 63)
	Variables
	With Lithium Treatment

 (n = 31)
	Without Lithium Treatment

(n = 32)
	 

	Demographic characteristics
	 
	 
	P

	Age (years), mean (SD)
	42.0 (14.0)
	45.7 (12.2)
	0.267

	Education (years), median (IQR)
	16.0 (4.0)
	12.0 (4.0)
	0.178

	Cigarette smoking, n (%)
	3 (9.7)
	3 (9.4)
	1.000

	Clinical characteristics
	
	
	

	Age at onset (years), median (IQR)
	23.0 (15.0)
	23.0 (11.0)
	0.767

	Duration of illness (years), median (IQR)
	14.0 (16.0)
	21.0 (22.0)
	0.239

	Number of mood episodes, median (IQR)
	7 (8)
	8 (9)
	0.245

	Psychotic feature, n (%)
	9 (29.0)
	9 (28.1)
	1.000

	Combined use of valproic acid, n (%)
	4 (12.9)
	20 (62.5)
	 <.001

	Combined use of carbamazepine, n (%)
	0 (0.0)
	3 (9.4)
	 0.238

	Combined use of FGA, n (%)
	0 (0.0)
	0 (0.0)
	–

	Combined use of SGA, n (%)
	15 (48.4)
	20 (62.5)
	 0.315

	Serum level of lithium (mEq/L), mean (SD)
	0.69 (0.25)
	–
	–

	RDIC of lithium (%), median (IQR)
	41.7 (82.2)
	4.5 (16.3)
	<0.001

	1st degree relatives with bipolar disorder, n (%)
	5 (16.1)
	2 (6.3)
	0.257


Abbreviations: FGA = first-generation antipsychotics, IQR = interquartile range, RDIC = ratio of drug exposure in relation to bipolar illness chronicity (formula: total lifetime years of drug treatment/total years since onset of bipolar disorder), SD = standard deviation, SGA = second-generation antipsychotics
e-Table 2. Cardiometabolic variables of female patients with bipolar disorder (n = 63)

	Variables
	With Lithium Treatment

 (n = 31)
	Without Lithium Treatment

(n = 32)
	

	Cardiometabolic comorbidities
	
	
	P

	Coronary heart disease, n (%)
	0 (0.0)
	2 (6.3)
	0.492

	Stroke, n (%)
	2 (6.5)
	1 (3.1)
	0.613

	Hypertension, n (%)
	6 (19.4)
	7 (21.9)
	1.000

	Diabetes mellitus, n (%)
	3 (9.7)
	4 (12.5)
	1.000

	Hyperlipidemia, n (%)
	9 (29.0)
	7 (21.9)
	0.572

	Obesity, n (%)
	6 (19.4)
	4 (12.5)
	0.509

	Cardiometabolic measures
	
	
	P

	Body mass index, kg/m2), mean (SD)
	 25.6 (6.5)
	26.7 (6.2)
	0.469

	Systolic blood pressure (mmHg), mean (SD)
	 120.6 (15.6)
	119.3 (13.5)
	0.723

	Diastolic blood pressure (mmHg), mean (SD)
	 74.1 (8.8)
	 75.6 (9.3)
	0.528

	Fasting serum glucose (mg/dL), median (IQR)
	 95.0 (19.0)
	 94.0 (16.0)
	0.731

	Serum triglyceride (mg/dL), median (IQR)
	 96.0 (53.0)
	100.0 (128.5)
	0.773

	Serum total cholesterol (mg/dL), mean (SD)
	 187.8 (43.1)
	 171.3 (42.4)
	0.189

	Serum low-density lipoprotein (mg/dL), median (IQR)
	 103.0 (49.0)
	95.0 (52.0)
	0.135

	ECG QTc interval (ms), mean (SD)
	 418.2 (19.2)
	 424.6 (28.0)
	0.390


Abbreviations: ECG = electrocardiogram, IQR = interquartile range, SD = standard deviation
e-Table 3. Echocardiographic variables of female patients with bipolar disorder (n = 63)
	Variables
	With Lithium Treatment

 (n = 31)
	Without Lithium Treatment

(n = 32)
	 

	 
	
	
	P

	Cardiac chamber dimension
	
	
	

	IVSd (mm), median (IQR)
	9.7 (2.7)
	10.1 (3.9)
	0.700

	LVPWd (mm), median (IQR)
	8.9 (3.1)
	9.7 (3.8)
	0.736

	LVIDd (mm), mean (SD)
	41.6 (7.1)
	45.6 (5.7)
	0.017

	LVIDs (mm), median (IQR)
	26.3 (4.9)
	28.6 (6.9)
	0.057

	Left ventricular diastolic function
	
	
	

	Mitral valve E/A ratio, mean (SD)
	1.3 (0.4)
	1.1 (0.5)
	0.074

	Left ventricular systolic function
	
	
	

	Left ventricular ejection fraction (%), mean (SD)
	 64.3 (9.7)
	65.0 (13.3)
	0.798

	2D speckle tracking systolic strain
	
	
	

	Global longitudinal strain (%), median (IQR)
	–19.1 (3.4)
	–18.8 (7.4)
	0.392

	APLAX (%), median (IQR)
	–19.3 (5.0)
	–18.8 (7.4)
	0.521

	4CH (%), mean (SD)
	–20.3 (3.9)
	–19.1 (4.4)
	0.332

	2CH (%), mean (SD)
	–18.8 (5.0)
	–18.1 (3.7)
	0.647


Abbreviations: 2CH = two-chamber view, 2D = two-dimensional, 4CH = four-chamber view, APLAX = apical long axis view, IQR = interquartile range, IVSd = interventricular septal thickness at end-diastole, LVIDd = left ventricular internal diameter at end-diastole, LVIDs = left ventricular internal diameter at end-systole, LVPWd = left ventricular posterior wall thickness at end-diastole, SD = standard deviation
e-Table 4. Regression models for mitral valve E/A ratio in female patients with bipolar disorder (n = 63)
	Covariates
	Beta
	SE
	P
	Adjustment R2

	Model 1
	
	
	
	0.184

	RDIC of lithium
	0.210
	0.103
	0.046
	

	Model 2
	
	
	
	0.252

	CX3CL1
	−0.001
	0.001
	0.127
	

	Body mass index
	−0.015
	0.010
	0.128
	

	Systolic blood pressure
	−0.006
	0.004
	0.172
	

	RDIC of lithium
	0.094
	0.114
	0.415
	


Abbreviations: RDIC = ratio of drug exposure in relation to bipolar illness chronicity (formula: total lifetime years of drug treatment/total years since onset of bipolar disorder), SE = standard error
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