SUPPLEMENT
e-Figure 1. Study flow diagram
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e-Table 1. Association between the risk of stroke and the cumulative duration and dose of mood stabilizers within the 14-day case period in bipolar patients with the first-time stroke
	Characteristic
	Case period


Mean(SD)
	Control period 1

Mean(SD)
	Control period 2

Mean(SD)
	Control period 3

Mean(SD)
	Control period 4

Mean(SD)
	Adjusted  risk ratioa
	95% C.I.
	P valuea

	Cumulative duration (days)
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.35 (1.92)
	0.16 (1.27)
	0.10 (1.11)
	0.23 (1.62)
	0.21 (1.48)
	1.06*
	1.00-1.12
	0.035

	Valproic acid
	1.29 (3.58)
	1.06 (3.36)
	1.08 (3.37)
	0.89 (3.05)
	1.04 (3.23)
	0.99
	0.97-1.02
	0.613

	Lithium
	0.72 (2.78)
	0.56 (2.38)
	0.55 (2.40)
	0.69 (2.84)
	0.49 (2.20)
	1.00
	0.97-1.03
	0.893

	Lamotrigine
	0.24 (1.76)
	0.19 (1.49)
	0.21 (1.57)
	0.19 (1.45)
	0.11 (1.13)
	1.00
	0.96-1.05
	0.867

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.40 (1.94)
	0.27 (1.73)
	0.12 (1.21)
	0.27 (1.73)
	0.25 (1.59)
	1.04
	0.98-1.10
	0.236

	Valproic acid
	1.20 (3.50)
	1.09 (3.46)
	1.04 (3.36)
	0.80 (2.95)
	1.03 (3.19)
	0.99
	0.96-1.03
	0.640

	Lithium
	0.74 (2.77)
	0.62 (2.47)
	0.43 (2.11)
	0.91 (3.30)
	0.65 (2.51)
	1.00
	0.96-1.05
	0.955

	Lamotrigine
	0.13 (1.31)
	0.11 (1.11)
	0.16 (1.40)
	0.13 (1.07)
	0.13 (1.29)
	0.99
	0.90-1.08
	0.785

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.19 (1.50)
	0.07 (0.70)
	0.07 (0.87)
	0.30 (1.94)
	0.27 (1.79)
	1.01
	0.91-1.13
	0.849

	Valproic acid
	1.19 (3.31)
	0.76 (2.81)
	1.01 (3.32)
	0.88 (3.06)
	0.72 (2.75)
	1.01
	0.96-1.06
	0.772

	Lithium
	0.29 (1.74)
	0.12 (1.15)
	0.69 (2.51)
	0.35 (1.92)
	0.20 (1.37)
	0.95
	0.85-1.05
	0.306

	Lamotrigine
	0.09 (1.10)
	0.13 (1.18)
	0.14 (1.27)
	0.17 (1.56)
	0.16 (1.33)
	0.95
	0.81-1.11
	0.511

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.41 (2.27)
	0.03 (0.33)
	0.09 (1.13)
	0.09 (1.13)
	0.07 (0.69)
	1.15*
	1.00-1.32
	0.047

	Valproic acid
	1.57 (4.00)
	1.31 (3.68)
	1.22 (3.45)
	1.22 (3.45)
	1.40 (3.72)
	0.99
	0.94-1.04
	0.634

	Lithium
	1.14 (3.54)
	0.90 (3.03)
	0.64 (2.76)
	0.64 (2.76)
	0.48 (2.24)
	1.01
	0.96-1.06
	0.773

	Lamotrigine
	0.60 (2.76)
	0.42 (2.21)
	0.38 (2.09)
	0.38 (2.09)
	0.03 (0.29)
	1.02
	0.96-1.09
	0.542

	
	
	
	
	
	
	
	
	

	Cumulative defined daily dose
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.18 (1.13)
	0.08 (0.83)
	0.06 (0.70)
	0.10 (0.71)
	0.10 (0.71)
	1.06
	0.98-1.13
	0.131

	Valproic acid
	0.65 (2.14)
	0.54 (1.94)
	0.55 (1.98)
	0.49 (1.99)
	0.57 (2.00)
	0.99
	0.95-1.03
	0.500

	Lithium
	2.88 (12.34)
	2.34 (10.59)
	2.33 (11.22)
	2.69 (11.79)
	2.03 (9.92)
	1.00
	0.99-1.01
	0.941

	Lamotrigine
	0.10 (0.89)
	0.07 (0.66)
	0.05 (0.41)
	0.07 (0.64)
	0.03 (0.34)
	1.05
	0.95-1.16
	0.316

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.22 (1.25)
	0.16 (1.18)
	0.10 (0.91)
	0.11 (0.75)
	0.11 (0.74)
	1.05
	0.96-1.15
	0.296

	Valproic acid
	0.55 (1.77)
	0.49 (1.76)
	0.49 (1.74)
	0.48 (2.06)
	0.52 (1.85)
	0.98
	0.91-1.04
	0.463

	Lithium
	3.05 (12.99)
	2.56 (10.56)
	1.87 (10.25)
	3.58 (13.69)
	2.48 (10.07)
	1.00
	0.99-1.01
	0.907

	Lamotrigine
	0.06 (0.64)
	0.04 (0.60)
	0.04 (0.32)
	0.06 (0.70)
	0.03 (0.34)
	1.04
	0.84-1.28
	0.736

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.09 (0.77)
	0.02 (0.19)
	0.04 (0.52)
	0.12 (0.81)
	0.13 (0.87)
	1.03
	0.82-1.28
	0.823

	Valproic acid
	0.60 (2.10)
	0.32 (1.38)
	0.50 (1.90)
	0.49 (1.92)
	0.51 (2.17)
	1.01
	0.94-1.09
	0.819

	Lithium
	1.21 (8.06)
	0.49 (4.57)
	2.74 (10.88)
	1.30 (7.01)
	0.83 (5.51)
	0.99
	0.97-1.01
	0.398

	Lamotrigine
	0.03 (0.39)
	0.05 (0.42)
	0.02 (0.26)
	0.06 (0.56)
	0.06 (0.48)
	0.89
	0.56-1.40
	0.611

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	Carbamazepine
	0.19 (1.20)
	0.01 (0.13)
	0.02 (0.24)
	0.04 (0.49)
	0.04 (0.40)
	1.13
	0.97-1.31
	0.116

	Valproic acid
	0.90 (2.74)
	0.86 (2.63)
	0.72 (2.43)
	0.52 (1.92)
	0.71 (2.09)
	0.99
	0.92-1.06
	0.690

	Lithium
	4.31 (14.46)
	3.86 (14.28)
	2.79 (13.20)
	2.42 (11.76)
	2.44 (12.77)
	1.00
	0.99-1.01
	0.924

	Lamotrigine
	0.28 (1.47)
	0.16 (0.94)
	0.10 (0.64)
	0.10 (0.59)
	0.01 (0.07)
	1.07
	0.94-1.21
	0.346


*p<0.05

a Estimated using multivariate conditional logistic regression. Adjusted for the risk factors crystallized in Table 2. 
e-Table 2. Association between the risk of stroke and the use of antipsychotic drugs within the 14-day case period in inpatients with bipolar disorder and first-time stroke
	Characteristic
	Case period

N (%)
	Control period 1

N (%)
	Control period 2

N (%)
	Control period 3

N (%)
	Control period 4

N (%)
	Crude risk ratioa
	P valuea
	Adjusted risk ratiob
	95% C.I.
	P valueb

	
	
	
	
	
	
	
	
	
	
	

	All stroke (N=609)
	
	
	
	
	
	
	
	
	
	

	Any FGA
	113 (18.6)
	78 (12.8)
	75 (12.3)
	84 (13.8)
	83 (13.6)
	1.38*
	0.002
	0.95
	0.73-1.24
	0.687

	Any SGA
	160 (26.3)
	104 (17.1)
	99 (17.3)
	104 (17.1)
	111 (18.2)
	1.52**
	<0.001
	1.07
	0.81-1.41
	0.659

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	
	
	

	Any FGA
	54 (18.4)
	40 (13.6)
	30 (10.2)
	36 (12.2)
	41 (14.0)
	1.42*
	0.020
	1.08
	0.73-1.60
	0.707

	Any SGA
	66 (22.5)
	49 (16.7)
	48 (16.3)
	49 (16.7)
	58 (16.7)
	1.29
	0.071
	0.82
	0.54-1.23
	0.326

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	
	
	

	Any FGA
	32 (19.9)
	17 (10.6)
	22 (13.7)
	25 (15.5)
	21 (13.0)
	1.46
	0.056
	1.23
	0.69-2.18
	0.484

	Any SGA
	32 (19.9)
	21 (13.0)
	25 (15.5)
	26 (16.2)
	20 (12.4)
	1.36
	0.117
	0.88
	0.50-1.56
	0.670

	Other stroke (n=154)
	
	
	
	
	
	
	
	
	
	

	Any FGA
	27 (17.5)
	21 (13.6)
	23 (14.9)
	23 (14.9)
	21 (13.6)
	1.21
	0.367
	0.67
	0.40-1.14
	0.140

	Any SGA
	62 (40.3)
	34 (22.1)
	26 (16.9)
	29 (18.8)
	33 (21.4)
	2.15**
	<0.001
	2.73**
	1.87-3.98
	<0.001

	
	
	
	
	
	
	
	
	
	
	


Abbreviation: FGA=first generation antipsychotic, SGA=second generation antipsychotic
*p<0.05, **p<0.001

a Estimated using univariate conditional logistic regression.
b Estimated using propensity score adjusted analysis. Adjusted for number of psychiatric admissions within 1 year before index stroke, physical illnesses, and concomitant medications listed in Table 2.
e-Table 3. Association between the risk of stroke and the combination therapy of mood stabilizers and any first-generation antipsychotic drug within the 14-day case period in inpatients with bipolar disorder and first-time stroke
	Characteristic
	Case period

N (%)
	Control period 1

N (%)
	Control period 2

N (%)
	Control period 3

N (%)
	Control period 4

N (%)
	Adjusted  risk ratiob
	95% C.I.
	P valueb

	
	
	
	
	
	
	
	
	

	Any FGA 
	
	
	
	
	
	
	
	

	Carbamazepine
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	CB+FGA vs. no CB
	16 (2.63)
	9 (1.48)
	6 (0.99)
	7 (1.15)
	8 (1.31)
	 2.09*
	1.05-4.16
	0.035

	CB vs. no CB
	19 (3.12)
	8 (1.31)
	7 (1.15)
	9 (1.49)
	13 (2.13)
	1.39
	0.86-2.23
	0.179

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	    CB+FGA vs. no CB
	9 (3.06)
	5 (1.70)
	3 (1.02)
	1 (0.34)
	4 (1.36)
	 3.70*
	1.28-10.73
	0.016

	    CB vs. no CB
	14 (4.76)
	6 (2.04)
	4 (1.36)
	9 (3.06)
	8 (2.72)
	1.38
	0.77-2.44
	0.277

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	    CB+FGA vs. no CB
	4 (2.48)
	2 (1.24)
	1 (0.62)
	4 (2.48)
	4 (2.48)
	1.43
	0.37-5.46
	0.606

	    CB vs. no CB
	2 (1.24)
	1 (0.62)
	2 (1.24)
	0 (0.00)
	2 (1.24)
	1.44
	0.33-6.26
	0.627

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	    CB+FGA vs. no CB
	3 (1.95)
	2 (1.30)
	2 (1.30)
	2 (1.30)
	0 (0.00)
	1.95
	0.27-14.20
	0.510

	    CB vs. no CB
	3 (1.95)
	1 (1.3)
	1 (0.65)
	0 (0.00)
	3 (1.95)
	1.63
	0.47-5.67
	0.441

	Valproic acid
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	    VA+FGA vs. no VA
	45 (7.39)
	26 (4.27)
	24 (3.94)
	31 (5.10)
	34 (5.58)
	1.11
	0.73-1.67
	0.635

	    VA vs. no VA
	73 (11.99)
	59 (9.69)
	60 (9.85)
	44 (7.22)
	60 (9.85)
	1.05
	0.79-1.41
	0.718

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	    VA+FGA vs. no VA
	20 (6.80)
	11 (3.74)
	9 (3.06)
	12 (4.08)
	15 (5.10)
	0.98
	0.52-1.86
	0.955

	    VA vs. no VA
	29 (9.86)
	29 (9.86)
	30 (10.20)
	19 (6.46)
	32 (10.88)
	0.84
	0.54-1.32
	0.458

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	    VA+FGA vs. no VA
	11 (6.83)
	3 (1.86)
	5 (3.11)
	8 (4.97)
	6 (3.73)
	1.40
	0.53-3.68
	0.495

	    VA vs. no VA
	17 (10.56)
	12 (7.45)
	13 (8.07)
	9 (5.59)
	10 (12.21)
	1.37
	0.74-2.53
	0.318

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	    VA+FGA vs. no VA
	14 (9.09)
	12 (9.14)
	10 (6.49)
	11 (7.14)
	13 (8.44)
	1.12
	0.39-3.24
	0.830

	    VA vs. no VA
	27 (17.53)
	18 (17.27)
	17 (11.04)
	16 (10.39)
	18 (11.69)
	1.08
	0.62-1.87
	0.786

	Lithium
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	    LI+FGA vs. no LI
	26 (4.27)
	17 (2.79)
	16 (2.63)
	22 (3.61)
	17 (2.79)
	1.10
	0.69-1.75
	0.693

	    LI vs. no LI
	36 (5.91)
	32 (5.25)
	31 (5.09)
	25 (4.11)
	28 (4.60)
	0.93
	0.64-1.34
	0.681

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	    LI +FGA vs. no LI
	16 (5.44)
	12 (4.08)
	8 (2.72)
	14 (4.76)
	13 (4.42)
	0.87
	0.44-1.75
	0.701

	    LI vs. no LI
	14 (4.76)
	13 (4.42)
	14 (4.76)
	15 (5.10)
	15 (5.10)
	0.84
	0.46-1.53
	0.560

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	    LI +FGA vs. no LI
	4 (2.48)
	3 (1.86)
	6 (3.73)
	4 (2.48)
	2 (3.24)
	1.41
	0.28-7.13
	0.675

	    LI vs. no LI
	5 (3.11)
	5 (3.11)
	9 (5.59)
	5 (3.11)
	5 (5.11)
	0.56
	0.20-1.59
	0.275

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	    LI +FGA vs. no LI
	6 (3.90)
	2 (3.6)
	2 (1.30)
	4 (2.60)
	2 (1.30)
	2.72
	0.84-8.78
	0.094

	    LI vs. no LI
	17 (11.04)
	14 (11.17)
	8 (5.19)
	5 (3.25)
	8 (5.19)
	1.12
	0.61-2.05
	0.717

	Lamotrigine
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	    LT+FGA vs. no LT
	4 (0.66)
	1 (0.16)
	3 (0.49)
	2 (0.33)
	0 (0.00)
	1.55
	0.54-4.42
	0.413

	    LT vs. no LT
	14 (2.30)
	13 (2.13)
	13 (2.13)
	15 (2.47)
	12 (1.97)
	0.80
	0.46-1.40
	0.440

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	    LT +FGA vs. no LT
	2 (0.68)
	0 (0.00)
	1 (0.34)
	0 (0.00)
	0 (0.00)
	2.19
	0.32-15.05
	0.426

	    LT vs. no LT
	4 (1.36)
	5 (1.70)
	5 (1.70)
	8 (2.72)
	5 (1.70)
	0.64
	0.23-1.80
	0.401

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	    LT +FGA vs. no LT
	1 (0.62)
	1 (0.62)
	1 (0.62)
	2 (1.24)
	0 (1.00)
	0.66
	0.08-5.46
	0.704

	    LT vs. no LT
	1 (0.62)
	2 (1.24)
	1 (0.62)
	2 (1.24)
	4 (2.48)
	0.46
	0.06-3.52
	0.456

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	    LT +FGA vs. no LT
	1 (0.65)
	0 (0.1)
	1 (0.65)
	0 (0.00)
	0 (0.00)
	5.62
	0.58-54.17
	0.136

	    LT vs. no LT
	9 (5.84)
	6 (5.9)
	7 (4.55)
	5 (3.25)
	3 (1.95)
	0.97
	0.45-2.09
	0.938

	
	
	
	
	
	
	
	
	


Abbreviation: CB=carbamazepine, FGA=first generation antipsychotics, LI=lithium, LT= lamotrigine, SGA=second generation antipsychotics, VA=valproic acid
*p<0.05
a Estimated using univariate conditional logistic regression.

b Estimated using propensity score adjusted analysis. Adjusted for number of psychiatric admissions within a year before index stroke, physical illnesses, and concomitant medications listed in Table 2. 
e-Table 4. Association between the risk of stroke and the combination therapy of mood stabilizers and any second-generation antipsychotic drug within the 14-day case period in in patients with bipolar disorder and first-time stroke
	Characteristic
	Case period
N (%)
	Control period 1

N (%)
	Control period 2

N (%)
	Control period 3

N (%)
	Control period 4

N (%)
	Adjusted risk ratiob
	95% C.I.
	P valueb

	Any second-generation antipsychotics
	
	
	
	
	
	
	
	

	Carbamazepine
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	CB+SGA vs. no CB
	9 (1.48)
	6 (0.99)
	5 (0.82)
	5 (0.82)
	10 (1.64)
	0.97
	0.49-1.92
	0.929

	    CB vs. no CB
	26 (4.27)
	11 (1.81)
	8 (1.31)
	11 (1.81)
	11 (1.81)
	 2.19*
	1.30-3.70
	0.003

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	CB+SGA vs. no CB
	7 (2.38)
	6 (2.04)
	4 (1.36)
	4 (1.36)
	8 (2.72)
	1.32
	0.56-3.11
	0.524

	    CB vs. no CB
	16 (5.44)
	5 (1.70)
	3 (1.02)
	6 (2.04)
	4 (1.36)
	 2.34*
	1.12-4.90
	0.024

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	CB+SGA vs. no CB
	0 (0.00)
	0 (0.00)
	1 (0.62)
	1 (0.62)
	1 (0.62)
	0.00
	0.00-0.00
	0.996

	    CB vs. no CB
	6 (3.73)
	3 (1.86)
	2 (1.24)
	3 (1.86)
	5 (3.11)
	1.35
	0.54-3.37
	0.526

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	CB+SGA vs. no CB
	2 (1.30)
	0 (1.2)
	0 (0.00)
	0 (0.00)
	1 (0.65)
	1.91
	0.35-10.41
	0.455

	    CB vs. no CB
	4 (2.60)
	3 (2.4)
	3 (1.95)
	2 (1.30)
	2 (1.30)
	1.70
	0.52-5.52
	0.379

	Valproic acid
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	VA+SGA vs. no VA
	70 (11.49)
	47 (7.72)
	42 (6.90)
	41 (6.73)
	50 (8.21)
	0.99
	0.70-1.39
	0.950

	    VA vs. no VA
	48 (7.88)
	38 (6.24)
	42 (6.90)
	34 (5.59)
	44 (7.22)
	1.10
	0.79-1.54
	0.565

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	VA+SGA vs. no VA
	26 (8.84)
	26 (8.84)
	21 (7.14)
	17 (5.78)
	26 (8.84)
	0.78
	0.44-1.37
	0.391

	    VA vs. no VA
	23 (7.82)
	14 (4.76)
	18 (6.12)
	14 (4.76)
	21 (7.14)
	1.18
	0.73-1.90
	0.513

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	VA+SGA vs. no VA
	16 (9.94)
	5 (3.11)
	8 (4.97)
	11 (6.83)
	8 (5.97)
	1.03
	0.10-2.65
	0.949

	    VA vs. no VA
	12 (7.45)
	10 (6.21)
	10 (6.21)
	6 (3.73)
	8 (10.97)
	1.30
	0.67-2.53
	0.435

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	VA+SGA vs. no VA
	28 (18.18)
	16 (18.28)
	13 (8.44)
	13 (8.44)
	16 (10.39)
	1.01
	0.54-1.91
	0.967

	VA vs. no VA
	13 (8.44)
	14 (8.13)
	14 (9.09)
	14 (9.09)
	15 (9.74)
	1.33
	0.61-2.94
	0.475

	Lithium
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	LI+SGA vs. no LI
	40 (6.57)
	27 (4.43)
	25 (4.11)
	19 (3.12)
	26 (4.27)
	1.02
	0.70-1.48
	0.928

	    LI vs. no LI
	22 (3.61)
	22 (3.61)
	22 (3.61)
	28 (4.60)
	19 (3.12)
	0.85
	0.54-1.35
	0.500

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	LI+SGA vs. no LI
	19 (6.46)
	12 (4.08)
	9 (3.06)
	12 (4.08)
	16 (5.44)
	1.06
	0.58-1.96
	0.844

	    LI vs. no LI
	11 (3.74)
	13 (4.42)
	13 (4.42)
	17 (5.78)
	12 (4.08)
	0.60
	0.31-1.18
	0.140

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	LI+SGA vs. no LI
	3 (1.86)
	3 (1.86)
	8 (4.97)
	3 (1.86)
	2 (3.24)
	0.42
	0.08-2.29
	0.318

	LI vs. no LI
	6 (3.73)
	5 (3.11)
	7 (4.35)
	6 (3.73)
	5 (5.11)
	0.71
	0.27-1.91
	0.499

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	LI+SGA vs. no LI
	18 (11.69)
	12 (11.18)
	8 (5.19)
	4 (2.60)
	8 (5.19)
	1.18
	0.65-2.17
	0.586

	LI vs. no LI
	5 (3.25)
	4 (3.5)
	2 (1.30)
	5 (3.25)
	2 (1.30)
	1.99
	0.71-5.56
	0.189

	Lamotrigine
	
	
	
	
	
	
	
	

	All stroke (n=609)
	
	
	
	
	
	
	
	

	LT+SGA vs. no LT
	13 (2.13)
	9 (1.48)
	11 (1.81)
	11 (1.81)
	7 (1.15)
	0.90
	0.50-1.63
	0.735

	LT vs. no LT
	5 (0.82)
	5 (0.82)
	5 (0.82)
	6 (1.00)
	5 (0.82)
	0.86
	0.35-2.12
	0.741

	Ischemic stroke (n=294)
	
	
	
	
	
	
	
	

	LT+SGA vs. no LT
	4 (1.36)
	2 (0.68)
	4 (1.36)
	5 (1.70)
	3 (1.02)
	0.82
	0.28-2.42
	0.717

	LT vs. no LT
	2 (0.68)
	3 (1.02)
	2 (0.68)
	3 (1.02)
	2 (0.68)
	0.74
	0.17-3.13
	0.679

	Hemorrhagic stroke (n=161)
	
	
	
	
	
	
	
	

	LT+SGA vs. no LT
	2 (1.24)
	2 (1.24)
	1 (0.62)
	2 (1.24)
	1 (2.62)
	2.00
	0.37-10.87
	0.421

	LT vs. no LT
	0 (0.00)
	1 (0.62)
	1 (0.62)
	2 (1.24)
	3 (1.86)
	0.00
	0.00-0.00
	0.974

	Other stroke (n=154)
	
	
	
	
	
	
	
	

	LT+SGA vs. no LT
	7 (4.55)
	5 (4.7)
	6 (3.90)
	4 (2.60)
	3 (1.95)
	0.82
	0.33-2.03
	0.664

	LT vs. no LT
	3 (1.95)
	1 (1.3)
	2 (1.30)
	1 (0.65)
	0 (0.00)
	1.65
	0.41-6.58
	0.477


Abbreviation: CB=carbamazepine, FGA=first generation antipsychotics, LI=lithium, LT= lamotrigine, SGA=second generation antipsychotics, VA=valproic acid
*p<0.05
a Estimated using univariate conditional logistic regression.

b Estimated using propensity score adjusted analysis. Adjusted for number of psychiatric admissions within a year before index stroke, physical illnesses, and concomitant medications listed in Table 2. 
The final study cohort (n=19,433)





Excludes inpatients, outpatients, and emergency patients that had a stroke before the first admission date for bipolar disorder (n=661)





Excludes patients ever diagnosed with schizophrenia (ICD-9 codes 295.**) in the study cohort between 1999/1/1 and 2012/12/31 (n =14,725)


	and patients aged <15 and > 65 years (n=1772)





Ischemic stroke (n=294)


Hemorrhagic stroke (n=161)


Other stroke (n=154)





Nationwide Psychiatric Inpatient Medical Claims (PIMC) in Taiwan (ICD-9 codes 290.** to 319.**) from 1996/1/1 to 2012/12/31 (n =256,880)





Broad search through all claims data between 1999/1/1 and 2012/12/31








Final case patients with incident hospitalized or emergent stroke after the first psychiatric admission for bipolar disorder between 1999/1/1 and 2012/12/31 (n=609)





Patients aged between 15 and 65 years at first psychiatric admission (n=20,094)





Patients with a consistent diagnosis of bipolar disorder (ICD-9 codes 296.0 to 296.16, 296.4 to 296.81, 296.89) between 1999/1/1 and 2012/12/31 (n =40,439) and 


    no psychiatric admission between 1996/1/1 and 1998/12/31 (n =36,591)








PAGE  
8

