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12,460 Patients were enmlled in the study

767 Were excluded
704 Did not meet eligibility criteria
34 Declined to participate
29 Had other easons

11,693 Underwent randomization, with
stratification to bow-dose or high-dose
treatment, and were included in the
intention-to-treat popuktion

5346 Were assigned to receive
budesonide-formotem|

5347 Were assigned to receive
budesonide

l l

1645 Were assigned to receive ||4 201 Wer assigned to receive || 1646 Were assigned to receive || 4201 Were assizned to receive
30 ygof budesonide + 160 pig of budesonide + 30 g of budesonide 160 g of budesonide
45 pgofformoterol 4.5 yg of formoterol twice daily twice daily
twice daily twice daily 1645 Received treatment 4193 Received treatment

1643 Received treatment 4195 Received treatment

17 D not complte

44 Did not complete

13 Were nonadherent
16 Had adverse event |
5 Met study-specific
discontinuation
criteria
12 Had other masons

study study
14 Withdrew consent o 39 Withdrew consent o
2Died 4 Died
1 Had missing vital 1 Had missing vital
status status
122 Did not complete 336 Did not complete
treatment treatment
77 Withdrew consent 217 Withdrew consent

54 Were nonadhernt

46 Had adverse exent |

30 Met study-specific
discontinuation
criteria

39 Had other reasons

l

l

27 Did notcomplete
study
24 Withdrew consent
3 Died

53 Did not complete
study
43 Withdrewconsent
5 Died

121 Did not complete
treatment
100 Withdrewconsent
26 Wemr nonadhemnt
- 17 Had adverse event
10 Met study-specific
discontinuation
criteria
28 Had other reasons

444 Did not complete
treatment
234 Withdrew consent
62 Had adverse event
= 49 Were nonadherent
43 Met study-specific
discontinuation
criteria
51 Had other masons

l

l

1628 Completed study
1515 Completed study

4157 Completed study
3308 Completed study

treatment

treatment

1619 Gompleted study 4147 Gompleted study
1464 Completed study 3754 Completed study
treatment treatme nt

Figure 1. Screening, Randomization, and Follow-up.

All patients who underwent randomization to treatment were induded in the intention-to-treat population, regardless of whether they
received treatment. Each dose of medication was provided through two actuations of a pressurized metered-dose inhaler. Owing to
missing information in the eledronic case-report form, one patient inthe group receiving 160 i g of budesonide was not included inthe
number of patients who completed the study, but the patient underwent follow-up for the complete duration of the study. The study-
specific discontinuation criteria are related to asthma exacerbation.
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Table 1. Baseline Characteristics ofthe Patients.®

Characteristic Low Dose High Dose Tatal
Budesonide— Budesonide-
Formaoteral Budesonide Formoterol Budesonide Budesonide-
B0 g +4.5 g 20 ug 180 ug +4.5 ug 180 ug Formoterol Budesonide
N=1845) N=1548) N=4201) {N=4201) {N=5848) N=5847)
Age—yr 3232184 40.4218 2 45.1116.7 44.7:16.8 43.4:17.4 4354173
Age group — no. (%)
12-17yr 304 (18.5) 277 (16.8) 328 7.8) 359 (8.5) 32 (10.8) 636 (10.9)
1884 yr 1138 (72.2) 1208 (73.4) 3384 (80.8) 3360 (30.0) 4572 782) 4568 (78.1)
=65 yr 153 (2.3) 161 (2.8) 488 (11.8) 482 (11.5) 842 (11.0) 643 (11.0)
Fernale sex— no. (%) 1043 (63.4) 1032 (62.7) 2806 (56.8) 2783 (66.4) 3845 (65.8) 3820 (65.3)
Race— no. (%4
white 1150 (5.9) 1137 (8.1) 2900 (65.0) 2866 (63.2) 4050 (62.3) 4003 (68.5)
Bladk 111 (6.7) 103 (6.3) 235 (6.8) 298 7.1) 395 (6.8) 401 (6.9)
Asian 267 (162) 291 (17.7) 581 (13.3) 616 (14.7) 842 (14.5) %07 (15.5)
Cther 117 (7.3) 115 (7.0) 435 (10.4) 421 100) 552 (2.4) 536 (32)
Smoling status — no. (34)
Never 1439 (37.5) 1383 (34.0) 3502 (33.4) 3538 (24.2) 4941 (84.5) 4921 (84.2)
Current 4729 53 (3.2) 138 3.3) 127 3.0) 186 (3.2) 180 (3.1)
Forrmer 15 (3.7) 210 (12.8) 560 13.3) 536 (12.8) 718 (12.3) 745 (12.3)
Mean time since asthma 147 15.3 155 155 15.3 154
diagnosis — yr
Mean ACQ-§ score at 12109 12109 1.420.8 1.420.2 1.420.8 1.420.2

randomization::

Asthma-control status at ran-
domization — no. (35)

Cortrolled: ACQ-6<15 1154 (70.2) 1186 (72.]) 2321 (55.2) 2342 (55.7) 3475 (59.4) 3528 (60.3)
Uncontrolled: ACQ-6=1.5 421 (29.8) 460 (27.9) 1830 (44.3) 1859 (44.3) 2371 (40.5) 2319 (38.7)
Exacerbations in past 12 mo
— no. (3g)
0 1(0.) 2(0.1) 6 0.1) 6.1 701) 8 (0.1)
1 1444 (87.3) 1403 (85.2) 3433 (81.7) 3421 (31.4) 4877 (83.4) 4824 (32.5)
2 181 (2.8) 187 (12.0) 511 (14.5) 598 (14.3) 772 03.2) 796 (13.6)
3 35 (2.1) 33(2.4) 120 2.9) 141 3.4) 155 .7) 180 (3.1)
=4 4{02) 4(02) 31 .7 32 0.8) 35 [0.6) 36 (0.6)

Daily dose of inhaled gluco-
corticoid — no. [8)§

None 474 (28.3) 464 (28.2) 103 2.5) 120 2.9) 577 (2.9) 584 (10.0)
Low 1088 (54.9) 1062 (54.5) 707 (16.3) 589 (16.4) 1775 30.4) 1751 (28.9)
Mediurm 76 (4.6) 84(5.]) 2823 (67.2) 2815 (67.0) 2899 (43.6) 2899 (49.6)
High 27 (1§) 36(22) 568 (13.5) 577 (13.7) 595 (10.2) 613 (10.5)

% Plus—minus values are means +SD. At the time of randomization, patients were stratified to a low dose or a high dose of inhaled glucocorti-
aoids on the basis of asthma control and prior asthma therapy. Acoording to a post hoc analysis, there were no significant between-group
differences in baseline characteristics.

i Race was self-reported.

i The six-item Asthma Cortrol Questionnaire (ACQ-§) assesses asthma symptoms on a scale of O to §, with higher values indicating worse
symptoms.

§ On the basis of the |atest dose talien within 4 weels before randomization, a low dose was defined as 250 g or less of beclomethasone
dipropionate with a hydrofluoroalliane propellant (BDP-HFA) or fluticasone propionate or 400 g or less of budesonide, a medium dose as
251 to 500 ug of BDP-HFA or fluticasone propionate or 401 to 800 kg of budesonide, and a high dose as more than 500 wg of BDP-HFA or
fluticasone propionate or more than 800 kg of budesonide*
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| € Hw T > budesonide-formoterol % 2 budesonide (X F & ¥
ek % £ B (hazard ratio, 1.07; 95% confidence interval [CI], 0.70 to

1.65) -

A Time to First Serious Asthma-Related Event
" 2.0+
|5 Hazard ratio, 1.07 (35% 4, 0.70-1.65)
& 154
o
i
E lo-
§ Budesonide-formoterol total
& as - Budesonid: toal
= =
E .__.'.d’-‘_
=
o e
L T T T T T T 1
0 30 &0 90 120 150 130 210
Days since Randomization
No. at Risk
Budesonide-formotem| 5346 5314 5783 5753 5737 5722 5704 44
Budesonide 5347 5799 5773 5745 5720 5701 5676 33

7.

fix e = 2 % o budesonide-formoterol 2% 6 4 >
budesonide 2.5 8 % 5 &d Y 2.1%% A2 JEF LF
budesonide-formoterol 3% 1.6% %% 2 & Ji @ % % > budesonide &

A4 2.3% -

Table 3. Rates of Adverse Events.
Event Low Dose High Dose Total
Budesonide- Budesonide—
Formoterol Budesonide Formoterol Budesonide Budesonide—
B0 ug+4.5 g 30 ug 160 ug +4.5 ug 160 ug Formoteral Budesonide
{N=1645) N=1648) (N=4201) N=4201) N=5848) N=5847)
number (percent)
Any serious adverse event 21(1.3) 31(1.9) 104 2.5) 92 R22) 125 2.1) 123 2.1)
Any adverse evert leading to study 20 (1.2) 27(18) 730.7) 105 2.5) 93 (1.9) 132 2.3)
discontinuation
Any adverse event with outcome 20.0) 3{02) 4.1 5{0.1) §0.1) 3 0.1)
of death

% All data in this table were derived from the intention-to-treat population, which comprised all patients who were randomly assigned to
treatment.
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budesonide % 4 16.5%(hazard ratio, 0.84; 95% CI, 0.74 to 0.94;

P=0.002) -
B Time to First Asthma Exacerbation
20+
E 13-4 Hazard ratio, 0.84 {959 O, 0.74-0.94)
E 164
5 144
gp 124 Budesonide total
E 10-
& 84 Budesonide—formoterol total
RS
3 4
e 2
o
0= T T T T T T 1
] 30 &0 0 120 150 130 210
Days since Randomization
No. at Risk
Budesonide-formotem| 5346 5539 5406 5257 5117 5011 4363 33
Budesonide 5347 5532 5321 5116 4972 4343 4715 27
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