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Supplementary E-Figure 1: Kaplan—Meier plot of fatal AE (ontreatment*)
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Tiotropium Tiotropium

Subgroup N for both groups  Respimat® 25 ug  HandiHaler® 18 ug Hazard ratio  Tiotropium Respimat® 2.5 pg versus
Total no. Total incidence (%) Total incidence (%) (95% Cl) Tiotropium HandiHaler® 18 ug
All 1865 8.4 9.7 0.87 (0.64, 1.17) —a—
Age
<60 years 363 4.7 6.7 0.71(0.29,1.71) «——®#—71———1
60-<70 years 734 5.7 7.7 0.75(0.43,132) ———#—F+—
>70 years 768 12.8 13.0 0.97 (0.65, 1.44) e —
Gender
Male 1136 109 85 1.29 (0.88, 1.87) ——a—
Female 729 4.7 11.5 0.40(0.23,0.70) *———
Race
White 1637 8.0 10.0 0.79 (0.57, 1.10) —a—
Black 4 4.5 5.3 0.88 (0.05, 13.99) L]
Asian 187 12.9 7.4 1.78 (0.70, 4.51) k L
Region
Euro/Africa/Aus/NZ 214 5.8 4.5 1.30 (0.40, 4.27) L
Latin America 15 83.3
North America 1455 7.7 10.8 0.70 (0.50, 0.99) —a—
Asia 181 12.1 7.8 1.59 (0.62, 4.10) } L
Body mass index
Underweight, BMI <18.5 111 23.5 20.0 1.19 (0.53, 2.65) t L] |
Normal, BMI 18.5 to <25 652 9.7 12.3 0.78 (0.49, 1.24) e
Pre-obese, BMI 25to <30 598 5.8 5.9 0.99 (0.51, 1.92) e
Obese, BMI =30 504 6.8 8.4 0.80(042,1.51) H————®8#—7—+
Smoking history
Ex-smoker 1313 9.5 9.4 1.01(0.71, 1.44) e
Currently smokes 552 5.7 10.3 0.55 (0.29, 1.0: A
Baseline cardiac arrhythmia
No 1553 71 8.7 0.81(0.57,1.16) —a—
Yes 312 14.9 14.6 1.03 (0.58, 1.84) e
Cardiac history
No 1264 6.1 8.0 0.76 (0.50, 1.16) P
Yes 601 13.4 13.2 1.01(0.65, 1.57) . S
ICs
No 626 5.3 8.3 0.64 (0.34,1.18) +———®&%— 71—
Yes 1239 10.0 10.4 0.95 (0.67, 1.35) A
LABA
No 584 5.1 8.5 0.59 (0.31,1.13) +——®#—
Yes 1281 9.9 10.2 0.96 (0.68, 1.35) P
Baseline pulmonary conmeds
ICS (but not LABA) 104 6.4 17.5 0.35(0.10,1.26) «— 11—
LABA (but not ICS) 146 7.0 14.7 0.46 (0.16,1.33) +@#—— 1+
Both ICS and LABA 1135 10.2 9.7 1.06 (0.73, 1.53) | —
Neither (ICS nor LABA) 480 4.8 6.4 0.75(0.35,1.61) +———®#—1———
GOLD
-l 742 71 75 0.94 (0.55, 1.61) 3 m—
1 854 9.2 8.4 1.12(0.71, 1.75) T
\% 252 10.2 21.0 0.46 (0.24,0.90) +«®&#——
Exacerbation episode in last year
Oor1 1548 7.9 9.8 0.80 (0.57, 1.12) P
2 or more 317 10.8 9.3 1.19 (0.59, 2.39) e e
T T LI —
0.5 1 156 2 253
Hazard ratio and 95% CI
Favours ti pi Favours ti pi
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Supplementary E-Figure 2a: Forest plot of deaths by subgroup for tiotropium Respimat® 2.5 g
versus tiotropium HandiHaler® 18 pg
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Tiotropium Tiotropium

Subgroup N for both groups Respimat® 5 pug HandiHaler® 18 pg Hazard ratio Tiotropium Respimat® 5 pg versus
Total no. Total incidence (%) Total incidence (%) (95% ClI) Tiotropium HandiHaler® 18 pg
Al 1868 7.7 9.7 0.79 (0.58, 1.07) R —
Age
<60 years 369 4.0 6.7 0.58(0.23,146) «—m——1——
60-<70 years 712 52 7.7 0.67(0.37,1.20) «— @ |
>70 years 787 11.6 13.0 0.88 (0.59, 1.31) -
Gender
Male 1153 8.1 8.5 0.93 (0.62, 1.39) -
Female 715 72 1.5 0.62(0.38,1.01) «——m—
Race
White 1634 8.3 10.0 0.81(0.59, 1.12) —a—
Black 51 3.1 5.3 0.58 (0.04, 9.33) -
Asian 183 4.5 7.4 0.60 (0.18, 2.05) |
Region
Euro/Africa/Aus/NZ 214 7.8 45 1.72 (0.56, 5.26) } =
Latin America 13
North America 1466 8.1 10.8 0.74 (0.53, 1.03) I —)
Asia 175 4.7 7.8 0.60 (0.18, 2.05) - 1
Body mass index
Underweight, BMI <18.5 114 20.4 20.0 0.95 (0.42,2.15) | = |
Normal, BMI 18.5 to <25 652 8.4 12.3 067 (0.41,1.10) — @
Pre-obese, BMI 25t0 <30 615 6.1 5.9 1.01 (0.53, 1.92) e ——
Obese, BMI =30 487 6.0 8.4 0.71(0.36,139) «—— ®#—1——
Smoking history
Ex-smoker 1300 7.8 9.4 0.82 (0.57, 1.19) e
Currently smokes 568 7.6 10.3 0.70 (0.40,1.23) b———@—-—1—
Baseline cardiac arrhythmia
No 1571 6.8 8.7 0.77 (0.54, 1.10) a1
Yes 296 12.3 14.6 0.83 (0.44, 1.56) O
Cardiac history
No 1282 5.6 8.0 0.69 (0.45, 1.05) e
Yes 585 12.4 132 0.93 (0.59, 1.46) R S
ICs
No 630 72 8.3 0.86 (0.49, 1.51) S
Yes 1238 8.0 10.4 0.75 (0.52, 1.09) e
LABA
No 593 7.0 8.5 0.82 (0.46, 1.47) A
Yes 1275 8.1 10.2 0.77 (0.53, 1.11) JE S
Baseline pulmonary conmeds
ICS (but not LABA) 110 13.2 17.5 0.71(0.27,1.85) |
LABA (but not ICS) 147 125 14.7 0.80 (0.33, 1.92) = ]
Both ICS and LABA 1128 75 9.7 0.76 (0.51, 1.14) | — e
Neither (ICS nor LABA) 483 5.6 6.4 088(0.42,182) |— — @ +— —|
GOLD
=i 773 6.0 75 0.80 (0.46, 1.38) e
1] 841 6.5 8.4 0.77 (0.46, 1.27) e
v 241 17.9 21.0 0.82(0.46,1.46) |— w1
Exacerbation episode in last year
Oort 1561 6.8 9.8 0.68 (0.48, 0.97) I
2 or more 306 11.6 9.3 1.26 (0.68, 2.53) e e S|
T T T I
0.5 1 16 2 253
Hazard ratio and 95% CI
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Supplementary E-Figure 2b: Forest plot of deaths by subgroup for tiotropium Respimat® 5 ug
versus tiotropium HandiHaler® 18 pg (vital status analysis).
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Tiotropium Respimat® 2.5 pg 914 751 641 568 510 467 423 383 357 335 314 298 274 210 178 100 14
Tiotropium Respimat® 5 ug 917 767 658 579 525 480 455 426 397 364 338 324 302 241 198 126 21
Tiotropium HandiHaler® 18 ig 951 797 674 584 529 488 445 408 386 350 326 304 259 212 168 97 16

Supplementary E-Figure 3a: Time to first exacerbation.
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Supplementary E-Figure 3b: Time to first moderate-to-severe exacerbation.
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Supplementary E-Figure 3c: Time to first severe (hospitalised) exacerbation (ontreatment analysis*).
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Tiotropium HandiHaler® 18 uig 952 949 944 937 932 930 923 914 902 895 885 879 836 806 675 386 146

Supplementary E-Figure 4b: Kaplan—Meier plot of time to fatal MACE by treatment (vital status analysis).



