	Supplementary Table S1.  ICPC Codes Selected for Risk Factors

	
	ICPC Code
	Diagnosis
	
	ICPC Code
	Diagnosis

	Dyspepsia
	D03
	Heartburn
	Fear
	A13
	Concern/fear medical treatment

	
	D07
	Dyspepsia/indigestion
	
	A25
	Fear of death/dying

	Ulcer
	D85
	Duodenal ulcer
	
	A26
	Fear of cancer NOS

	
	D86
	Peptic ulcer other
	
	A27
	Fear of other disease NOS

	Bloody Stools
	D16
	Rectal bleeding
	
	B25
	Fear of aids/HIV

	Cramps
	D01
	Abdominal pain/cramps
	
	B26
	Fear cancer blood/lymph

	Weight Loss
	T08
	Weight loss
	
	B27
	Fear blood/lymph disease other

	Unexplained
	A29
	General symptom/compliant other
	
	D26
	Fear of cancer of digestive system

	
	A97
	No disease
	
	D27
	Fear of digestive disease other

	
	A99
	General disease NOS
	
	F27
	Fear of eye disease

	
	B29
	Sympt/complt lymph/immune other
	
	H27
	Fear of ear disease

	
	B99
	Blood/lymph/spleen disease other
	
	K24
	Fear of heart disease

	
	D24
	Abdominal mass NOS
	
	K25
	Fear of hypertension

	
	D29
	Digestive symptom/compliant other
	
	K26
	Fear cardiovascular disease other

	
	K29
	Cardiovascular sympt./complt. Other
	
	L26
	Fear of cancer musculoskeletal

	
	K99
	Cardiovascular disease other
	
	N26
	Fear cancer neurological system

	
	N29
	Neurological symptom/complt other
	
	N27
	Fear of neurological disease other

	
	N99
	Neurological disease other
	
	R26
	Fear of cancer respiratory system

	
	T29
	Endocrine/met./sympt/complt other
	
	R27
	Fear of respiratory disease other

	
	T99
	Endocrine/metab/nutrit dis other
	
	S26
	Fear of cancer of skin

	
	U29
	Urinary symptom/complaint other
	
	S27
	Fear of skin disease other

	
	U99
	Urinary disease other
	
	T26
	Fear of cancer of endocrine system

	
	X29
	Genital sympt/complt female other
	
	T27
	Fear endocrine/metabolic dis other

	
	X99
	Genital disease female other
	
	U26
	Fear of cancer of urinary system

	
	Y29
	Genital sympt/complt male other
	
	U27
	Fear of urinary disease other

	
	Y99
	Genital disease male other
	
	W02
	Fear of pregnancy

	
	
	
	
	X23
	Fear sexually transmitted disease (f)

	
	
	
	
	X24
	Fear of sexual dysfunction female

	
	
	
	
	X25
	Fear of genital cancer female

	
	
	
	
	X26
	Fear of breast cancer female

	
	
	
	
	X27
	Fear of genital/breast dis other (f)

	
	
	
	
	Y24
	Fear of sexual dysfunction male

	
	
	
	
	Y25
	Fear of sexually transmitted dis male

	
	
	
	
	Y26
	Fear of genital cancer male

	
	
	
	
	Y27
	Fear of genital disease male other

	
	
	
	
	Z27
	Fear of a social problem


	Supplementary Table S2.  Summary of Patients and Events by Inclusion/Exclusion Criteria

	
	Patients
	Events

	All Patients
	23451
	50503

	Excluded Patients
	16177
	35918

	· Excluded Age
	9208
	19072

	· Excluded ICPC
	7549
	19971

	· < 1yr in PCNU
	3409
	5200

	· < 1yr follow-up
	2115
	3563

	· GE in prior yr
	5779
	14472

	· >5 excl meds
	481
	2479

	Matched Patients
	
	

	GE Presumed Patients
	3245
	4834

	Excluded Pts
	442
	688

	· Excluded Age
	58
	78

	· < 1yr in PCNU
	39
	41

	· < 1yr follow-up
	50
	59

	· GE in prior yr
	33
	58

	· Hx of FBD
	334
	536

	Included Patients
	2803
	4146

	First Exp Not Match
	339
	538

	Cohort Patients 
	2464
	3608

	Included Events
	2464
	3523

	Excluded Events
	66
	85

	· Excluded Age
	27
	39

	· < 1yr in PCNU
	24
	26

	· < 1yr follow-up
	16
	19

	· GE in prior yr
	8
	9

	· Hx of FBD
	0
	0

	Matched Controls
	2462
	−


	Supplementary Table S3.  Demographic Characteristics and Co-morbidities for Cases and Matched Controls

	
	GE Confirmed

N (%)
	GE 

Clinical
N (%)
	GE Symptoms 

N (%)
	GE 

Broad 

N (%)
	Matched

Exposures

N (%)
	Matched

Controls 

N (%)

	All Patients
	137
	2464
	3128
	6173
	7274
	7270

	Person-years (Mean + Std)
	9.38 + 3.31
	9.72 + 3.14
	9.73 + 3.13
	9.79 + 3.06
	9.82 + 3.1
	8.43 + 3.6

	Gender
	Male
	75 (54.7%)
	1238 (50.2%)
	1453 (46.5%)
	2546 (41.2%)
	2829 (38.9%)
	2827 (38.9%)

	
	Female
	62 (45.3%)
	1226 (49.8%)
	1675 (53.6%)
	3627 (%)
	4445 (61.1%)
	4443 (61.1%)

	Age

(Mean + Std)
	Male
	40.1 + 13.75
	39.83 + 14.24
	39.65 + 14.39
	41.38 + 14.19
	41.62 + 14.28
	41.62 + 14.29

	
	Female
	36.84 + 14.25
	37.85 + 14.22
	37.85 + 14.63
	38.77 + 14.09
	38.5 + 14.2
	38.51 + 14.2

	Age Group
	18 -<30
	48 (35.0%)
	809 (32.8%)
	1050 (33.6%)
	1740 (28.2%)
	2250 (30.9%)
	2239 (30.8%)

	
	30 -<40
	29 (21.2%)
	605 (24.6%)
	752 (24.0%)
	1514 (24.5%)
	1779 (24.5%)
	1775 (24.4%)

	
	40 -<50
	26 (19.0%)
	431 (17.5%)
	520 (16.6%)
	1165 (18.9%)
	1329 (18.3%)
	1329 (18.3%)

	
	50 -<60
	22 (16.1%)
	337 (13.7%)
	434 (13.9%)
	983 (15.9%)
	1108 (15.2%)
	1113 (15.3%)

	
	60 -<65
	8 (5.8%)
	131 (5.3%)
	163 (5.2%)
	351 (5.7%)
	394 (5.4%)
	395 (5.4%)

	
	65 -<70
	2 (1.5%)
	122 (5.0%)
	155 (5.0%)
	307 (5.0%)
	350 (4.8%)
	351 (4.8%)

	
	70 -<80
	2 (1.5%)
	29 (1.2%)
	54 (1.7%)
	113 (1.8%)
	64 (0.9%)
	62 (0.9%)

	SES
	0
	17 (12.4%)
	308 (12.5%)
	379 (12.1%)
	763 (12.4%)
	846 (%)
	742 (10.2%)

	
	1
	0 (0%)
	2 (0.1%)
	2 (0.1%)
	3 (0.1%)
	3 (0.0%)
	9 (0.1%)

	
	2
	18 (13.1%)
	190 (7.7%)
	226 (7.2%)
	420 (6.8%)
	511 (7.0%)
	704 (9.7%)

	
	3
	73 (53.3%)
	1184 (48.1%)
	1506 (48.2%)
	3014 (48.8%)
	3548 (48.8%)
	3617 (49.8%)

	
	4
	24 (17.52%)
	639 (25.9%)
	823 (26.3%)
	1582 (25.6%)
	1894 (26.0%)
	1791 (24.6%)

	
	5
	4 (2.9%)
	104 (4.2%)
	144 (4.6%)
	313 (5.1%)
	381 (5.2%)
	333 (4.6%)

	
	6
	1 (0.7%)
	35 (1.4%)
	46 (1.5%)
	74 (1.2%)
	87 (1.2%)
	70 (1.0%)

	
	7
	0 (0%)
	2 (0.1%)
	2 (0.1%)
	4 (0.1%)
	4 (0.1%)
	4 (0.1%)

	Practice
	1
	7 (5.1%)
	231 (9.4%)
	279 (8.9%)
	592 (9.6%)
	693 (9.5%)
	691 (9.5%)

	
	2
	16 (11.7%)
	343 (13.9%)
	422 (13.5%)
	836 (13.5%)
	926 (12.7%)
	926 (12.7%)

	
	3
	22 (16.1%)
	587 (23.8%)
	756 (24.2%)
	1483 (24.0%)
	1730 (23.8%)
	1730 (23.8%)

	
	4
	27 (19.7%)
	302 (12.3%)
	409 (13.1%)
	713 (11.6%)
	933 (12.8%)
	931 (12.8%)

	
	6
	41 (29.9%)
	422 (17.1%)
	529 (16.9%)
	1057 (17.1%)
	1250 (17.2%)
	1250 (17.2%)

	
	7
	24 (17.5%)
	579 (23.5%)
	733 (23.4%)
	1492 (24.2%)
	1742 (24.0%)
	1742 (24.0%)

	Registration System
	Elias
	88 (64.2%)
	1661 (67.4%)
	2132 (68.2%)
	4348 (70.4%)
	5146 (70.8%)
	5143 (70.7%)

	
	Promedico
	31 (22.6%)
	439 (17.8%)
	564 (18.0%)
	1019 (16.5%)
	1199 (16.5%)
	1198 (16.5%)

	
	MicroHis
	18 (13.1%)
	364 (14.8%)
	432 (13.8%)
	806 (13.1%)
	929 (12.8%)
	929 (12.8%)

	Number of GE Exposure
	0-1*
	131 (95.6%)
	2084 (84.6%)
	2510 (80.2%)
	4238 (68.7%)
	3804 (52.3%)
	7270 (100%)

	
	2-5
	6 (4.4%)
	374 (15.2%)
	603 (19.3%)
	1871 (30.3%)
	3120 (42.3%)
	0 (0%)

	
	>5
	0 (0%)
	6 (0.2%)
	15 (0.5%)
	64 (1.0%)
	390 (5.36%)
	0 (0%)

	Consultation

Frequency

(Mean consults/yr)
	Mean + Std
	5.13 + 5.17
	5.64 + 5.70
	5.92 + 6.03
	6.08 + 5.72
	6.2 + 5.69
	2.39 + 2.4

	
	Median
	3.50
	3.92
	4.08
	4.42
	4.50
	1.67

	
	0-1/year
	40 (29.2%)
	624 (25.3%)
	742 (23.7%)
	1326 (21.5%)
	1422 (19.5%)
	4110 (56.5%)

	
	2-4/year
	50 (36.5%)
	875 (35.5%)
	1106 (35.4%)
	2169 (35.1%)
	2504 (34.4%)
	2407 (33.1%)

	
	>4/year
	47 (34.3%)
	965 (39.2%)
	1280 (40.9%)
	2678 (43.4%)
	3348 (46.0%)
	753 (10.4%)

	Concomitant

Symptoms
	Bloody stools
	1 (0.7%)
	9 (0.4%)
	10 (0.3%)
	13 (0.2%)
	15(0.2%)
	7 (0.1%)

	
	Cramps
	3 (2.2%)
	35 (1.4%)
	40 (1.3%)
	140 (2.3%)
	173 (2.4%)
	5 (0.1%)

	
	Weight Loss
	0 (0%)
	1 (0.0%)
	2 (0.1%)
	7 (0.1%)
	11(0.2%)
	1 (0.0%)

	Co-morbidities#
	Dyspepsia
	7 (5.1%)
	83 (3.4%)
	115 (3.7%)
	255 (4.1%)
	338 (4.7%)
	69 (1.0%)

	
	Ulcer
	0 (0%)
	2 (0.1%)
	3 (0.1%)
	7 (0.1%)
	7 (0.1%)
	2 (0.0%)

	
	GE Confirmed
	6 (4.4%)
	6 (0.2%)
	6 (0.2%)
	6 (0.1%)
	44 (0.6%)
	16 (0.2%)

	
	GE Clinical
	14 (10.2%)
	156 (6.3%)
	163 (5.2%)
	180 (2.9%)
	458 (6.3%)
	143 (2.0%)

	
	GE Symptoms
	14 (10.2%)
	198 (8.0%)
	244 (7.8%)
	269 (4.4%)
	630 (8.7%)
	185 (2.5%)

	
	GE Broad
	19 (13.9%)
	305 (12.4%)
	387 (12.4%)
	631 (10.2%)
	1113 (15.3%)
	312 (4.3%)

	Psycho-social consults
	Psychological
	10 (7.3%)
	253 (10.3%)
	355 (11.3%)
	681 (11.0%)
	835 (11.5%)
	416 (5.7%)

	
	Social
	3 (2.2%)
	82 (3.3%)
	121 (3.9%)
	238 (3.9%)
	275 (3.8%)
	153 (2.1%)

	
	Fear
	2 (1.5%)
	77 (3.1%)
	108 (3.5%)
	229 (3.7%)
	295 (4.1%)
	156 (2.2%)

	
	Unexplained Symptoms
	10 (7.3%)
	122 (5.0%)
	159 (5.1%)
	326 (5.3%)
	401 (5.5%)
	237 (3.3%)

	Outcome
	IBS
	12 (8.8%)
	154 (6.3%)
	193 (6.2%)
	460 (7.5%)
	506 (7.0%)
	71 (1.0%)


*   Controls had zero exposures.

#  History of GE more than a year prior to entry into study

	Supplementary Table S4.  Relative Risk (95% CI) of IBS for Each Exposure Definition at Each Time Point (Observed) by Registration System 

	
	ALL
	Elias
	Promedico
	MicroHis

	GE Confirmed

(D70)
	Any
	18.44

(1.08, 313.58)
	10.74

(0.60, 191.21)
	3.00

(0.13, 70.92)
	4.72

(0.24, 91.42)

	
	5 yr
	6.83

(0.39, 120.37)
	6.94

(0.39, 122.20)
	
	

	
	4 yr
	8.89

(0.51, 154.51)
	7.44

(0.42, 131.40)
	
	

	
	3 yr
	9.71

(0.56, 169.50)
	6.39

(0.35, 116.32)
	2.70

(0.13, 58.24)
	3.00

(0.19, 47.96)

	
	2 yr
	9.35

(0.52, 166.86)
	7.33

(0.40, 133.77)
	
	

	
	1 yr
	6.79

(0.35, 130.23)
	4.88

(0.24, 100.18)
	
	2.83

(0.12, 64.89)

	
	9 mo
	2.91

(0.12, 70.82)
	2.93

(0.12, 70.89)
	
	

	
	6 mo
	2.91

(0.12, 70.82)
	2.93

(0.12, 70.89)
	
	

	GE Presumed

(D70, D11, D73)
	Any
	5.20 

(3.31, 8.17)
	6.86 

(3.55, 13.26)
	2.57 

(0.69, 9.64)
	3.53 

(0.99,12.55)

	
	5 yr
	5.40 

(2.60, 11.24)
	4.62 

(2.20, 9.70)
	
	

	
	4 yr
	3.56 

(1.92, 6.62)
	4.24 

(2.00, 8.98)
	1.79 

(0.17, 18.87)
	5.17 

(0.26, 103.19)

	
	3 yr
	4.21 

(2.21, 8.01)
	5.85 

(2.50, 13.71)
	4.19 

(0.50,35.37)
	1.90 

(0.35, 10.15)

	
	2 yr
	4.80

(2.36, 9.75)
	7.93 

(2.83, 22.25)
	2.74 

(0.29, 26.18)
	2.93 

(0.60, 14.36)

	
	1 yr
	4.85 

(2.02, 11.63)
	4.72 

(1.61, 13.84)
	2.90

(0.30, 27.74)
	12.53 

(0.71, 221.52)

	
	9 mo
	6.79 

(2.03, 22.72)
	5.96 

(1.34, 26.60)
	6.76 

(0.35, 130.47)
	8.67 

(0.47, 160.48)

	
	6 mo
	5.33 

(1.18, 24.03)
	2.48 

(0.48, 12.79)
	2.90 

(0.12, 70.91)
	6.75 

(0.35, 130.11)

	GE Symptomatic

(D70, D11, D73, 

  D09, D10)
	Any
	5.46
(3.64, 8.20)
	6.71
(3.76, 11.97)
	2.14
(0.66, 6.90)
	4.18

(1.20, 14.56)

	
	5 yr
	5.75
(2.99, 11.04)
	4.95
(2.56, 9.57)
	
	

	
	4 yr
	4.00
(2.27, 7.06)
	4.60
(2.36, 8.96)
	1.77

(0.17, 18.94)
	4.86

(0.24, 97.51)

	
	3 yr
	4.61
(2.56, 8.28)
	5.82
(2.78, 12.15)
	5.03

(0.61, 41.35)
	1.87

(0.35, 10.07)

	
	2 yr
	6.39
(3.19, 12.81)
	10.72
(3.87, 29.67)
	3.58
(0.40, 31.89)
	3.38

(0.71, 16.13)

	
	1 yr
	5.92
(2.67, 13.15)
	6.69
(2.34, 19.08)
	1.90
(0.35, 10.33)
	16.40

(0.95, 283.21)

	
	9 mo
	7.47
(2.64, 21.15)
	9.41
(2.20, 40.35)
	2.85
(0.30, 27.31)
	12.54

(0.71, 221.90)

	
	6 mo
	8.20
(1.90, 35.45)
	4.46
(0.96, 20.61)
	2.85
(0.12, 69.82)
	8.68

(0.47, 160.75)

	GE Broad

(D70, D11, D73, D09,   

 D10, D06, D08)
	Any
	6.54
(4.91, 8.71)
	7.16
(4.86, 10.53)
	5.75
(2.00, 16.51)
	5.53

(1.92, 15.92)

	
	5 yr
	6.77
(4.33, 10.59)
	6.61
(4.07, 10.74)
	
	

	
	4 yr
	5.69
(3.79, 8.55)
	7.02
(4.27, 11.56)
	3.87

(0.44, 33.95)
	4.67

(0.23, 95.52)

	
	3 yr
	6.13
(4.05, 9.28)
	7.00
(4.24, 11.54)
	12.10

(1.60, 91.46)
	3.73

(0.80, 17.43)

	
	2 yr
	6.04
(3.91, 9.34)
	5.91
(3.56, 9.83)
	12.76
(1.68, 96.71)
	7.61

(1.76, 32.91)

	
	1 yr
	5.64
(3.37, 9.42)
	4.76
(2.62, 8.64)
	6.71
(1.53, 29.44)
	14.43

(1.91, 108.98)

	
	9 mo
	6.97
(3.60, 13.49)
	5.74
(2.71, 12.14)
	9.58
(1.23, 74.73)
	24.05

(1.43, 405.56)

	
	6 mo
	9.92
(3.56, 27.68)
	5.74
(1.99, 16.58)
	12.46
(0.70, 220.91)
	16.36

(0.95, 282.90)


	Supplementary Table S5.  Risk Factors for IBS at Any Timepoint

	Risk Factor
	Logistic Regression
	Survival Analysis

	
	Univariate
	Multivariate
	Multivariate

P-value*
	Univariate

P-value*
	Multivariate

P-value*

	Age Group
	0.89

(0.78, 1.02)
	0.78

(0.67, 0.90)
	0.0005
	0.0127
	<0.0001

	Gender
	2.13

(1.44, 3.15)
	1.52

(1.01, 2.30)
	0.0470
	<0.0001
	0.0405

	Visit Year
	0.87

(0.82, 0.92)
	0.87

(0.82, 0.92)
	0.0000
	NS
	NS

	SES
	1.00

(0.87, 1.15)
	NS
	NS
	0.0220
	NS

	Practice
	1.11

(1.02, 1.22)
	1.12

(1.02, 1.23)
	0.0145
	NS
	NS

	Consultation frequency 
	2.43

(1.82, 3.26)
	2.40

(1.73, 3.31)
	0.0000
	<0.0001
	0.0018

	Multiple GE 
	1.48

(0.94, 2.33)
	1.52

(0.94, 2.45)
	0.0864
	<0.0001
	NS

	Concomitant Cramps 
	4.53

(1.83, 11.19)
	4.18

(1.56, 11.19)
	0.0044
	<0.0001
	0.0160

	Weight Loss
	NS
	NS
	NS
	0.0005
	0.0433

	Dyspepsia History
	2.23

(1.05, 4.74)
	NS
	NS
	0.0033
	NS

	Psycho-social History
	1.98

(1.21, 3.23)
	1.62

(0.97, 2.72)
	0.0668
	<0.0001
	0.0140

	Fear History
	1.40
(0.55, 3.52)
	NS
	NS
	NS
	NS


* - Significant p-values were defined to be <0.02.

NS – Risk factor was not significant in the multivariate logistic regression and not included in final model.

	Supplementary Table S6.  Descriptive Statistics for Time to Outcome of Interest by GE Definition and Exposure Status

	
	GE Confirmed

(D70)
	GE Presumed

(D70, D11, D73)
	GE Symptomatic

(D70, D11, D73, D09, D10)
	GE Broad

(D70, D11, D73, D09, D10, D08, D09)

	
	Unexposed
	Exposed
	Unexposed
	Exposed
	Unexposed
	Exposed
	Unexposed
	Exposed

	Time to IBS (days)
	0
	9
	22
	118
	27
	153
	53
	358

	Mean + Std Dev
	-
	612.6 + 380.8
	920.8 + 861.7
	1085.4 + 829.8
	1068.0 + 1008.6
	1098.3 + 900.55
	937.8 + 934.1
	1084.9 + 916.7

	Median
	-
	444
	555.5
	863.5
	806
	829
	506
	825

	Min
	-
	156
	144
	99
	144
	92
	100
	92

	Max
	-
	1180
	3609
	3367
	3658
	3931
	3658
	3999

	Time to IBS (mos)
	0
	9
	22
	118
	27
	153
	53
	358

	Mean + Std Dev
	-
	20.0 + 12.8
	30.2 + 28.7
	35.7 + 27.6
	35.11 + 33.6
	36.1 + 30.0
	30.8 + 31.1
	35.7 + 30.6

	Median
	-
	14
	18
	28
	26
	27
	16
	27

	Min
	-
	5
	4
	3
	4
	3
	3
	3

	Max
	-
	39
	120
	112
	121
	131
	121
	133
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