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[bookmark: _Hlk12630410]Table S1: History of asthma maintenance therapy prior to 12-month baseline period


	
	
Total population
(n=55,293)
	Index asthma maintenance medication group

	
	
	ICS
(n=46,297)
	ICS/LABA
(n=8,367)
	Otherb
(n=629)

	Maintenance therapy before 12-month baseline perioda 


	Yes, n (%)

	38,602 (69.8)

	31,627 (68.3)

	6,615 (79.1)

	369 (58.7)


	Length of known pre-baseline history (years), n (%)
<1 
1 - <5 
5 - <10
≥ 10
	

3,338 (6.1)
9,940 (17.2)
16,098 (29.1)
26,317 (47.6)
	

2,848 (6.2)
8,061 (17.4)
13,684 (29.6)
21,704 (46.9)
	

501 (6.0)
1,312 (15.7)
2,195 (26.2)
4,359 (52.1)
	

39 (6.2)
117 (18.6)
219 (34.8)
254 (40.4)


aIn known pre-baseline history; bIincluded leukotriene receptor antagonists (LTRA) and methylxanthines
ICS: inhaled corticosteroid; ICS/LABA: inhaled corticosteroid/ long-acting beta2-agonist 

Table S2a: Five most common treatment sequences by index asthma maintenance medication group and by age group at indexand by no known previous maintenance therapy: ICS Index group

	Treatment sequencea
	Aged 6-11ya at index
	Age 12-17ya  at index
	Age ≥ 18ya at index
	Total

	All patients with ‘ICS’ as index therapyb
	5,406 (11.72%)
	5,594 (12.1%)
	35,297 (76.2%)
	46,297 (100.0%)

	[ ICS ] => [ None ]
	1,632 (30.211%)
	2,210 (39.515%)
	11,377 (32.275%)
	15,219 (32.9100%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ]
	1,374 (25.414%)
	1,307 (23.413%)
	7,013 (19.972%)
	9,694 (20.9100%)

	[ ICS ] => [ None ] => [ ICS ]
	405 (7.711%)
	330 (5.99%)
	3,048 (8.681%)
	3,783 (8.2100%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ] => [ ICS ] => [ None ]
	539 (10.05%)
	481 (8.613%)
	2,560 (7.372%)
	3,580 (7.7100%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ] => [ ICS ]
	450 (8.313%)
	353 (6.310%)
	2,603 (7.46%)
	3,406 (7.4100%)

	All other sequences with ICS at index
	1,006 (18.6%)
	913 (16.3%)
	8,696 (24.6%)
	10,615 (22.9%)


aTop 5 sequences account for 77.1% of ICS index cohortaAge ranges are inclusive; bDenominator for this row is the total number of patients with ICS at index; the denominator for all other rows is the total number of patients within the given age band with ICS at index 

Table S2b: Five most common treatment sequences by index asthma maintenance medication group and by age group at indexand by no known previous maintenance therapy: ICS/LABA Index group

	Treatment sequencea
	Aged 6-11ya at index
	Age 12-17ya  at index
	Age ≥ 18ya at index
	Total

	All patients with ‘ICS / LABA’ as index therapyb
	161 (1.92%)
	569 (6.87%)
	7,637 (91.3%)
	8,367 (100.0%)

	[ ICSLABA ] => [ None ]
	39 (24.2%)
	138 (24.38%)
	1,661 (21.790%)
	1,838 (22.0100%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	24 (14.92%)
	130 (22.89%)
	1,341 (17.690%)
	1,495 (17.9100%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	12 (7.51%)
	75 (13.27%)
	946 (12.492%)
	1,033 (12.3100%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ]
	6 (3.71%)
	21 (3.74%)
	513 (6.795%)
	540 (6.5100%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	10 (6.22%)
	38 (6.77%)
	478 (6.391%)
	526 (6.3100%)

	All other sequences with ICS/LABA at index
	70 (43.5%)
	167 (29.3%)
	2,698 (35.3%)
	2,935 (35.1%)


aTop 5 sequences account for 64.9% of ICS / LABA index cohortaAge ranges are inclusive; bDenominator for this row is the total number of patients with ICSLABA at index; the denominator for all other rows is the total number of patients within the given age band with ICS/LABA at index 

Table S2c: Five most common treatment sequences by index asthma maintenance medication group and by age group at indexand by no known previous maintenance therapy: Other Index group 

	Treatment sequencea
	Aged 6-11ya at index
	Age 12-17ya  at index
	Age ≥ 18ya at index
	Total

	All patients with ‘other’b as index therapyc
	117 (18.69%)
	82 (13.0%)
	430 (68.4%)
	629 (100.0%)

	[ LTRA ] => [ None ]
	42 (35.917%)
	39 (47.616%)
	168 (39.167%)
	249 (39.6100%)

	[ LTRA ] => [ None ] => [ LTRA ] => [ None ]
	7 (6.017%)
	8 (9.819%)
	27 (6.364%)
	42 (6.7100%)

	[ LTRA ] => [ None ] => [ ICS ] => [ None ]
	≤ 5 (≤ 144.3%)
	≤< 5 (≤ 14%< 6.1))
	26 (6.074%)
	35 (5.6100%)

	[ LTRA ]
	≤ 5 (≤ 224.3%)
	≤< 5 (≤ 22%< 6.1)
	16 (3.770%)
	23 (3.7100%)

	[ LTRA ] => [ None ] => [ LTRA ]
	≤< 5 (≤< 4.323%)
	≤< 5 (≤ 23%< 6.1)
	16 (3.773%)
	22 (3.5100%)

	All other sequences with ‘other’ at index
	57 (48.7%)
	24 (29.3%)
	177 (41.2%)
	258 (41.0%)


aTop 5 sequences account for 59.0% of Other index cohort; aAge ranges are inclusive; bbIincluded leukotriene receptor antagonists (LTRA) and methylxanthines; cDenominator for this row is the total number of patients with ‘other’ at index; the denominator for all other rows is the total number of patients within the given age band with ‘other’ at index



Table S3a: Five most common treatment sequences by index asthma maintenance medication group and by previous maintenance therapy status: ICS Index group
 

	Treatment sequence
	Had previous maintenance therapy
	No known previous maintenance therapy

	All patients with ‘ICS’ as index therapya
	31,618 (68.3%)
	14,679 (31.7%)

	[ ICS ] => [ None ]
	10,215 (32.3%)
	5,004 (34.1%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ]
	7,110 (22.5%)
	2,584 (17.6%)

	[ ICS ] => [ None ] => [ ICS ]
	2,622 (8.3%)
	1,161 (7.9%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ] => [ ICS ] => [ None ]
	2,712 (8.6%)
	868 (5.9%)

	[ ICS ] => [ None ] => [ ICS ] => [ None ] => [ ICS ]
	2,419 (7.7%)
	987 (6.7%)

	All other sequences with ICS at index
	6,540 (20.7%)
	4,075 (27.8%)


aDenominator for this row is the total number of patients with ICS at index; the denominator for all other rows is the total number of patients within the given column 



Table S3b: Five most common treatment sequences by index asthma maintenance medication group and by previous maintenance therapy status: ICS/LABA Index group 


	Treatment sequence
	Had previous maintenance therapy
	No known previous maintenance therapy

	All patients with ‘ICS / LABA’ as index therapya
	6,615 (79.1%)
	1,752 (20.9%)

	[ ICSLABA ] => [ None ]
	1,388 (21.0%)
	450 (25.7%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	1,279 (19.3%)
	216 (12.3%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	876 (13.2%)
	157 (9.0%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ]
	451 (6.8%)
	89 (5.1%)

	[ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ] => [ ICSLABA ] => [ None ]
	435 (6.6%)
	91 (5.2%)

	All other sequences with ICS/LABA at index
	2,186 (33.0%)
	749 (42.8%)


aDenominator for this row is the total number of patients with ICSLABA at index; the denominator for all other rows is the total number of patients within the given column 

Table S3c: Five most common treatment sequences by index asthma maintenance medication group and by previous maintenance therapy status: Other Index group
 

	Treatment sequence
	Had previous maintenance therapy
	No known previous maintenance therapy

	All patients with ‘other’a as index therapyb
	369 (58.7%)
	260 (41.3%)

	[ LTRA ] => [ None ]
	139 (37.7%)
	110 (42.3%)

	[ LTRA ] => [ None ] => [ LTRA ] => [ None ]
	26 (7.0%)
	16 (6.2%)

	[ LTRA ] => [ None ] => [ ICS ] => [ None ]
	24 (6.5%)
	11 (4.2%)

	[ LTRA ]
	11 (3.0%)
	12 (4.6%)

	[ LTRA ] => [ None ] => [ LTRA ]
	11 (3.0%)
	11 (4.2%)

	All other sequences with ‘other’ at index
	158 (42.8%)
	100 (38.5%)


[bookmark: _GoBack]aincluded leukotriene receptor antagonists (LTRA) and methylxanthines; bDenominator for this row is the total number of patients with ‘other’ at index; the denominator for all other rows is the total number of patients within the given column 

Table S43: Average number of ICS and ICS/LABA prescriptions during follow-up by index treatment class

	
	Index asthma maintenance medication group

	
	ICS
(n=46,297)
	ICS/LABA
(n=8,367)
	Othera
(n=629)

	Number of ICS prescriptions
	
	
	

	Year 1
Mean (SD)
Median
	
2.48 (2.12)
2
	
0.09 (0.49)
0
	
0.43 (1.05)
0

	Year 2
Mean (SD)
Median
	
1.32 (2.08)
1
	
0.13 (0.69)
0
	
0.47 (1.20)
0

	Number of ICS/LABA prescriptions

	
	
	

	Year 1
Mean (SD)
Median
	
0.26 (1.22)
0
	
3.40 (3.00)
2
	
0.33 (1.27)
0

	Year 2
Mean (SD)
Median
	
0.42 (1.66)
0
	
2.41 (3.13)
1
	
0.35 (1.34)
0


aincluded leukotriene receptor antagonists (LTRA) and methylxanthines
ICS: inhaled corticosteroid; ICS/LABA: inhaled corticosteroid/ long-acting beta2-agonist


Table S54: Inhaler device use relative to device at index asthma therapy device

	
	
	Index treatment class and device

	
	
	ICS
	ICS/LABA

	 
	 
	MDI
	DPI
	MDI
	DPI

	n
(%)
	43,886
	2,420
	3,973
	4,412

	
	100.0
	100.0
	100.0
	100.0

	Year 1
	MDI only (ICS or ICS/LABA)
	42,476
	0
	3,793
	0

	
	
	96.8
	0.0
	95.5
	0.0

	
	DPI only (ICS or ICS/LABA)
	0
	2,176
	0
	4,051

	
	
	0.0
	89.9
	0.0
	91.8

	
	MDI & DPI (ICS or ICS/LABA)
	1410
	244
	180
	361

	
	
	3.2
	10.1
	4.5
	8.2

	
	No ICS or ICS/LABA
	0
	0
	0
	0

	
	
	0.0
	0.0
	0.0
	0.0

	Year 2
	MDI only (ICS or ICS/LABA)
	23,442
	249
	2,511
	328

	
	
	53.4
	10.3
	63.2
	7.4

	
	DPI only (ICS or ICS/LABA)
	1,079
	1,168
	141
	2,514

	
	
	2.5
	48.3
	3.5
	57.0

	
	MDI & DPI (ICS or ICS/LABA)
	692
	69
	92
	126

	
	
	1.6
	2.9
	2.3
	2.9

	
	No ICS or ICS/LABA
	18,673
	934
	1,229
	1,444

	
	
	42.5
	38.6
	30.9
	32.7


Data presented as n (%). Patients sum to > 100% as MDI and DPI at index are not mutually exclusive
ICS: inhaled corticosteroid; ICS/LABA: inhaled corticosteroid/ long-acting beta2-agonist



Table S65: Summary of healthcare resource use at baseline (last year) and during 2-year follow-up by index asthma maintenance medication group
 
	
	Total population
	ICS
	ICS/LABA
	Othera

	Patients, n
	55,293
	46,297
	8,367
	629

	
	Baseline
	Year 1
	Year 2
	Baseline
	Year 1
	Year 2
	Baseline
	Year 1
	Year 2
	Baseline
	Year 1
	Year 2

	Primary care consultations
All cause:
Mean 
(SD)
≥ 1 (%)
≥ 3 (%)

Asthma-related:
Mean 
(SD)
≥ 1 (%)
≥ 3 (%)

	


5.0 
(7.73)
98.4
92.4


1.05 
(2.33)
31.3
19.3
	


8.59 (8.42)
100
98.8


3.86 
(4.48)
73.7
58.9

	


7.56 
(8.53)
99.0
95.4


2.09 
(3.43)
48.0
36.0
	


6.74 
(7.47)
98.3
92.0


1.03 
(2.30)
30.8
18.9
	


8.35 (8.16)
100
98.7


3.86 
(4.50)
74.1
59.3
	


7.32 (8.31)
99.0
95.1


2.06 (3.40)
47.5
35.6
	


8.02 
(8.99)
98.7
94.5


1.16 
(2.48)
33.8
21.9
	


9.82 (9.57)
100
99.3


3.71 
(4.36)
72.9
58.2
	


8.88 
(9.58)
99.3
97.0


2.27 
(3.60)
51.2
38.9
	


7.52 (7.64)
99.4
94.8


0.94 (2.55)
28.8
17.8

	


9.29 (9.08)
100
98.4


2.75 
(4.03)
56.8
43.4
	


8.00
(8.63)
99.0
94.9

1.67 (3.17)
38.5
28.0

	Hospitalisations
All cause:
Mean 
(SD)
≥ 1 (%)

Asthma-related:
Mean 
(SD)
≥ 1 (%)
	

0.04 
(0.26)
2.8


0.03 
(0.51)
0.5

	

0.04 
(0.27)
3.4


0.08 
(0.95)
0.2
	

0.04 
(028)
3.2


0.03 
(0.55)
0.4

	

0.03 
(0.24)
2.5


0.03 
(0.50)
0.4


	

0.04 
(0.26)
3.2


0.08 
(0.96)
0.2
	

0.04 
(0.27)
3.0


0.03 (0.56)
0.4
	

0.06 
(0.36)
4.2


0.04 
(0.57)
0.8
	

0.05 
(0.30)
4.1


0.08 
(0.89)
0.2
	

0.06 
(0.35)
3.9


0.03 
(0.51)
0.5
	

0.05 (0.24)
4.0


0.02 (0.40)
0.5

	

0.06 
(0.37)
3.8


0.03 
(0.50)
0
	

0.05 (0.36)
3.0


0.01 (0.28)
0.2

	Asthma exacerbations
Mean 
(SD)
≥ 1 (%)

	

0.15 
(0.45)
12.6
	

0.19
0.5
15.3
	

0.14
0.44
11.3
	

0.14
0.43
11.8
	

0.18
0.48
14.4
	

0.13
0.42
10.5

	

0.21
0.54
16.8
	

0.27
0.61
20.3
	

0.20
0.54
15.8
	

0.15
0.43
12.4
	

0.16
0.45
12.6
	

0.09
0.32
8.1


aincluded leukotriene receptor antagonists (LTRA) and methylxanthines
ICS: inhaled corticosteroid; ICS/LABA: inhaled corticosteroid/ long-acting beta2-agonist



Figure legend (supplement)
Figure S1: Proportion of patients with a) ≥ 3 asthma-related primary consultations and b) ≥ 1 asthma exacerbation during follow-up by index asthma maintenance medication group
ICS: inhaled corticosteroid; ICS/LABA: inhaled corticosteroid/ long-acting beta2-agonist 

Figure S1: proportion of patients with a) ≥ 3 asthma-related primary consultations and b) ≥ 1 asthma exacerbation during follow-up by index asthma maintenance medication group
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