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Figure S1. Study design overview
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Table S1. Demographic and clinical characteristics of 8722 patients with newly diagnosed panic disorder, 2000-2012
	Characteristics
	Cases with newly-diagnosed panic disorder

	
	(N=8,722)

	Sex
	N (%)

	Male
	3145 (36.1)

	Female 
	5577 (63.9)

	Age at the newly-diagnosis of panic disorder, mean(SD (yrs)
	45.5 ( 15.3

	<18
	162 (1.9)

	18-29
	1192 (13.7)

	30-39
	1816 (20.8)

	40-49
	2230 (25.6)

	50-59
	1745 (20.0)

	60-69
	936 (10.7)

	70-79
	465 (5.3)

	=<80
	176 (2.0)

	Index year
	

	2000
	394 (4.5)

	2001
	455 (5.2)

	2002
	544 (6.2)

	2003
	572 (6.6)

	2004
	677 (7.8)

	2005
	711 (8.2)

	2006
	707 (8.1)

	2007
	766 (8.8)

	2008
	695 (8.0)

	2009
	703 (8.1)

	2010
	812 (9.3)

	2011
	754 (8.6)

	2012
	932 (10.7)

	Charlson comorbidity Index
	

	  0
	4815 (55.2)

	1
	2189 (25.1)

	≧2
	1718 (19.7)

	Urbanizationa
	

	  Level 1
	3647 (41.8)

	Level 2
	2436 (27.9)

	Level 3
	1067 (12.2)

	Level 4
	792 (9.1)

	Level 5
	780 (8.9)

	Employment
	

	  Yes
	3595 (41.2)

	No 
	5127 (58.8)

	Hospital level
	

	  Medical center
	1709 (19.6)

	Regional hospital
	2577 (29.6)

	Local hospital
	1448 (16.6)

	Local clinic
	2987 (34.3)

	Other 
	1 (0.0)

	Department of the specialist identifying the cases with panic disorder
	

	Psychiatry
	5075 (58.2)

	Internal medicine
	1395 (16.0)

	Family practice
	796 (9.1)

	Neurology
	587 (6.7)

	Emergency department
	322 (3.7)

	Primary care
	246 (2.8)

	Chinese medicine
	71 (0.8)

	Surgery
	60 (0.7)

	Neurosurgery
	33 (0.4)

	Pediatrics
	31 (0.4)

	Gynecology
	28 (0.3)

	Orthopedics
	21 (0.2)

	Otolaryngology
	21 (0.2)

	Urology
	14 (0.2)

	Rehabilitation Medicine
	14 (0.2)

	Ophthalmology
	2 (0.0)

	Dermatology
	2 (0.0)

	Plastic surgery
	2 (0.0)

	Dialysis department
	1 (0.0)

	Others
	1 (0.0)


aLevel of urbanization categorized as level 1 (highly urbanized area), level 2 (moderately urbanized area), level 3 (newly urbanized area), level 4 (township area), or level 5 (rural area)

Table S2. Number of specialist visits within 1 year after and 1 year before the index datee among patients with newly diagnosed panic disorder 
	
	Control windowa
	Case windowb
	
	
	
	
	
	

	
	(N=8,722)
	(N=8,722)
	Crude risk ratioc
	99.9% CI
	P value
	Adjusted risk ratiod
	99.9% CI
	P value

	Specialist (number of visits)
	Mean (SD)
	Mean (SD)
	
	
	
	
	
	

	ALL
	33.36 (27.00)
	34.31 (27.53)
	1.00
	1.00-1.01
	<.001
	
	
	

	Family practice
	4.13 (8.91)
	3.94 (8.43)
	0.99
	0.98-1.00
	0.008
	
	
	

	Internal medicine
	7.44 (10.81)
	7.00 (11.22)
	0.99
	0.98-1.00
	<.001
	
	
	

	Surgery
	0.98 (2.90)
	0.91 (2.75)
	0.98
	0.96-1.01
	0.984
	
	
	

	Pediatrics
	0.70 (2.77)
	0.60 (2.66)
	0.96
	0.93-0.99
	<.001
	
	
	

	Gynecology
	1.78 (3.89)
	1.61 (3.74)
	0.97
	0.96-0.99
	<.001
	0.97
	0.96-0.99
	<.001

	Orthopedics
	0.93 (2.98)
	0.90 (2.82)
	0.99
	0.97-1.02
	0.304
	
	
	

	Neurosurgery
	0.21 (1.44)
	0.20 (1.46)
	0.99
	0.94-1.04
	0.514
	
	
	

	Urology
	0.37 (1.71)
	0.38 (1.80)
	1.01
	0.97-1.05
	0.429
	
	
	

	Otolaryngology
	2.15 (4.39)
	1.98 (4.17)
	0.98
	0.96-1.00
	<.001
	
	
	

	Ophthamology
	1.22 (3.18)
	1.11 (2.77)
	0.97
	0.94-0.99
	<.001
	0.96
	0.94-0.98
	<.001

	Dermatolgy
	0.84 (2.43)
	0.81 (2.24)
	0.99
	0.96-1.02
	0.245
	
	
	

	Neurology
	1.06 (3.22)
	1.14 (3.50)
	1.02
	0.99-1.04
	0.017
	1.04
	1.03-1.06
	<.001

	Psychiatry
	2.57 (6.20)
	5.59 (8.09)
	1.19
	1.17-1.22
	<.001
	1.20
	1.18-1.21
	<.001

	Rehabilitation medicine
	0.78 (3.70)
	0.81 (3.76)
	1.01
	0.99-1.03
	0.401
	
	
	

	Emergency department
	0.74 (2.15)
	0.60 (2.81)
	0.92
	0.88-0.96
	<.001
	0.92
	0.89-0.95
	<.001

	Dentistry
	1.69 (2.86)
	1.61 (2.80)
	0.99
	0.97-1.00
	0.025
	
	
	

	Chinese medicine
	3.27 (6.65)
	3.09 (6.56)
	0.99
	0.98-1.00
	0.010
	
	
	

	Others
	2.52 (7.05)
	2.02 (6.35)
	0.97
	0.95-0.98
	<.001
	0.97
	0.96-0.98
	<.001


aControl window: Variables within 1 year before panic disorder incident

bCase window: Variables within 1 year after panic disorder incident
cBased on univariate conditional logistic regression

dBased on multivariate conditional logistic regression, those with P < 0.001 were retained in the final model

eIndex date: Diagnosis of panic disorder
Table S3. Distribution of physical comorbidity 1 year after and 1 year before the index datee among patients with newly diagnosed panic disorder
	Characteristic N (%)
	Control windowa
(N=8,722)
	Case windowb
(N=8,722)
	Unadjusted risk ratioc
	99.9% CI
	P-value
	Adjusted risk ratiod
	99.9% CI
	P-value

	
	N (%)
	N (%)
	
	
	
	
	
	

	Ulcer disease
	1964 (22.5)
	1842 (21.1)
	0.88
	0.75-1.02
	0.004
	
	
	

	Cardiovascular disease
	4176 (47.9)
	3901 (44.7)
	0.77
	0.67-0.89
	<.001
	0.77
	0.67-0.89
	<.001

	Diabetes mellitus
	819 (9.4)
	821 (9.4)
	1.01
	0.76-1.34
	0.931
	
	
	

	Cerebrovascular disease
	437 (5.0)
	389 (4.5)
	0.82
	0.61-1.11
	0.031
	
	
	

	Chronic hepatic disease
	1028 (11.8)
	913 (10.5)
	0.80
	0.65-0.98
	<.001
	0.81
	0.66-1.00
	<.001

	Cancer
	309 (3.5)
	299 (3.4)
	0.91
	0.58-1.43
	0.489
	
	
	

	Pneumonia
	254 (2.9)
	268 (3.1)
	1.07
	0.78-1.47
	0.498
	
	
	

	COPD
	875 (10.0)
	815 (9.3)
	0.89
	0.73-1.09
	0.063
	
	
	

	Upper respiratory tract infection
	2281 (26.2)
	2087 (23.9)
	0.84
	0.73-0.97
	<.001
	0.85
	0.74-0.97
	<.001

	 Delirium+
	23 (0.3)
	23 (0.3)
	1.00
	0.35-2.83
	1.000
	
	
	


aControl window: Variables within 1 year before panic disorder incident

bCase window: Variables within 1 year after panic disorder incident

cBased on univariate conditional logistic regression

dBased on multivariate conditional logistic regression, those with P < 0.001 were retained in the final model 
eIndex date: Diagnosis of panic disorder
+ Based on ICD-9 code, including presenile dementia with delirium, senile dementia with delirium, arteriosclerotic dementia with delirium, alcohol withdrawal delirium, drug-induced delirium, acute delirium, and subacute delirium

Table S4. The distribution of antidepressants prescribed within 1 year after and 1 year before the index dated among patients with newly diagnosed panic disorder
	Characteristic N (%)
	Control windowa
(N=8,722)
	Case windowb
(N=8,722)
	Unadjusted risk ratioc
	99.9% CI
	P-value

	
	N (%)
	N (%)
	
	
	

	fluoxetine
	799 (9.2)
	1544 (17.7)
	3.31
	2.69-4.09
	<.001

	citalopram
	265 (3.0)
	649 (7.4)
	4.02
	2.90-5.58
	<.001

	paroxetine
	493 (5.7)
	1519 (17.4)
	6.32
	4.90-8.15
	<.001

	sertraline
	616 (7.1)
	1670 (19.2)
	4.99
	4.00-6.23
	<.001

	fluvoxamine
	155 (1.8)
	323 (3.7)
	2.95
	1.96-4.45
	<.001

	escitalopram
	248 (2.8)
	803 (9.2)
	6.78
	4.73-9.72
	<.001

	trazodone
	1112 (12.8)
	1643 (18.8)
	2.19
	1.82-2.64
	<.001

	mirtazapine
	277 (3.2)
	531 (6.1)
	2.94
	2.11-4.10
	<.001

	bupropion
	125 (1.4)
	251 (2.9)
	2.66
	1.71-4.14
	<.001

	venlafaxine
	341 (3.9)
	900 (10.3)
	4.91
	3.63-6.64
	<.001

	duloxetine
	81 (0.9)
	215 (2.5)
	4.35
	2.44-7.75
	<.001


aControl window: Variables within 1 year before panic disorder incident

bCase window: Variables within 1 year after panic disorder incident
cBased on univariate conditional logistic regression

dIndex date: Diagnosis of panic disorder
Table S5. Patterns of medical utilization within 1 year before (control window) and each year after (case window) the index date among patients with newly diagnosed panic disorder 

	Medical Utilization
	Control windowa
(Within 1 year before the index date respectively)
	Case windowb (Each year after the index dated respectively)
	N used in the analysis
	Crude risk ratioc
	99.9% CI
	P value

	Number of outpatients visits
	Mean (SD)
	Mean (SD)
	
	
	
	

	Non-psychiatric
	
	
	
	
	
	

	1st year
	30.79 (25.68)
	28.72 (25.87)
	8,722
	0.99
	0.99-0.99
	<.001

	 2nd year
	30.75 (26.15)
	28.28 (25.89)
	7,393
	0.99
	0.99-0.99
	<.001

	 3rd year
	30.94 (26.53)
	27.75 (25.56)
	6,184
	0.99
	0.98-0.99
	<.001

	 4th year
	30.99 (26.67)
	27.03 (25.34)
	4,828
	0.99
	0.98-0.99
	<.001

	 5th year
	31.67 (27.30)
	27.23 (25.36)
	3,553
	0.99
	0.98-0.99
	<.001

	Psychiatric
	
	
	
	
	
	

	1st year
	2.57 (6.20)
	5.59 (8.09)
	8,722
	1.19
	1.17-1.22
	<.001

	 2nd year
	2.58 (6.27)
	4.11 (7.11)
	7,393
	1.09
	1.07-1.11
	<.001

	 3rd year
	2.53 (6.18)
	3.71 (6.80)
	6,184
	1.07
	1.05-1.08
	<.001

	 4th year
	2.43 (6.00)
	3.36 (6.39)
	4,828
	1.05
	1.03-1.06
	<.001

	 5th year
	2.40 (6.14)
	3.28 (6.60)
	3,553
	1.04
	1.02-1.06
	<.001

	Number of ER visits
	
	
	
	
	
	

	Non-psychiatric
	
	
	
	
	
	

	1st year
	1.21 (3.03)
	0.95 (3.88)
	8,722
	0.92
	0.89-0.96
	<.001

	 2nd year
	1.22 (3.02)
	0.77 (3.01)
	7,393
	0.83
	0.80-0.87
	<.001

	 3rd year
	1.25 (3.18)
	0.72 (2.63)
	6,184
	0.82
	0.78-0.86
	<.001

	 4th year
	1.25 (3.31)
	0.66 (2.29)
	4,828
	0.80
	0.76-0.85
	<.001

	 5th year
	1.29 (3.59)
	0.66 (2.81)
	3,553
	0.82
	0.77-0.87
	<.001

	Psychiatric
	
	
	
	
	
	

	1st year
	0.02 (0.36)
	0.03 (0.44)
	8,722
	1.07
	0.91-1.27
	0.167

	 2nd year
	0.02 (0.39)
	0.02 (0.46)
	7,393
	1.00
	0.87-1.15
	1.000

	 3rd year
	0.02 (0.42)
	0.02 (0.38)
	6,184
	0.99
	0.85-1.16
	0.866

	 4th year
	0.02 (0.37)
	0.01 (0.22)
	4,828
	0.86
	0.63-1.18
	0.121

	 5th year
	0.02 (0.37)
	0.02 (0.31)
	3,553
	0.97
	0.76-1.23
	0.642

	Number of hospitalizations
	
	
	
	
	
	

	Non-psychiatric
	
	
	
	
	
	

	1st year
	0.27 (0.86)
	0.23 (0.90)
	8,722
	0.89
	0.82-0.97
	<.001

	 2nd year
	0.27 (0.80)
	0.20 (0.70)
	7,393
	0.83
	0.75-0.91
	<.001

	 3rd year
	0.28 (0.83)
	0.19 (0.72)
	6,184
	0.81
	0.73-0.90
	<.001

	 4th year
	0.28 (0.82)
	0.20 (0.71)
	4,828
	0.83
	0.75-0.93
	<.001

	 5th year
	0.29 (0.84)
	0.21 (0.77)
	3,553
	0.86
	0.76-0.96
	<.001

	Psychiatric
	
	
	
	
	
	

	1st year
	0.03 (0.23)
	0.04 (0.30)
	8,722
	1.39
	1.07-1.80
	<.001

	 2nd year
	0.03 (0.24)
	0.03 (0.28)
	7,393
	1.04
	0.81-1.35
	0.586

	 3rd year
	0.03 (0.25)
	0.03 (0.24)
	6,184
	0.99
	0.75-1.31
	0.898

	 4th year
	0.03 (0.24)
	0.03 (0.27)
	4,828
	1.05
	0.77-1.44
	0.605

	 5th year
	0.03 (0.24)
	0.02 (0.22)
	3,553
	0.86
	0.58-1.27
	0.196


aControl window: Within 1 year before incident panic disorder

bCase window: Each year after incident panic disorder
cBased on univariate conditional logistic regression
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