TL # 102: Indacaterol for chronic obstructive pulmonary disease

Table of content

1. Risk of Bias figures

2. Forest plots

a. Indacterol (various doses) vs. Placebo comparisons

b. Indacaterol active dose comparisons

3. Summary of Findings Table
(Overall grading of Evidence)

Page number

2-3

4-14

15-18

19-22



Risk of bias
Risk of bias was assessed for each of the included RCTs using the Cochrane risk of bias tool.

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

0% 25% 50% 7a%  100%

.Luw tisk of hias DUnclearrisl{ ofbiag .High tisk of hias

Figure 1: Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included studies.
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Figure 2: Risk of bias summary: review authors' judgements about each risk of bias item for each included

study.
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Comparison 1: Indacaterol vs placebo (dose ranging efficacy)

Outcome 1: All-cause mortality

Placebo
Events Total

Indacaterol
Study or Subgroup Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% Cl

1.17.1 Indacaterol 27.5 pg twice daily

Mahler 20145 Flight 1 1 260 1 261
Mahler 2014 Flight 2 1 251 0 249
Subtotal (95% CI) AR | 510
Total events 2 1

Heterogeneity: Chi*= 026, df=1{F=061) F=0%
Testfor overall effect Z=049 (P =0.62)

1.17.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 0 154 0 159
Kerwin 2012 Study 2 0 163 2 1E0
Subtotal (95% CI) 322 319
Total events 0 2
Heterogeneity: Mot applicable

Testfar overall effect £=1.05{F =0.29)

1.17.3 Indacaterol 150 pg once daily

Bateman 2013 1 ATT o 234
Donohue 2010 1 416 o 209
Feldman 2010 0 211 1 2058
Kinoshita 2012 0 114 il a8
karnmann 2011 1 333 3 333
Yano 2014 0 188 1] 93
Subtotal (95% CI) 1739 1134
Total events 3 4

Heterogeneity: Chi*=1.02, df= 3 {F =080 F=0%
Test for overall effect: Z=0.76 (P = 0.45)

1.17.4 Indacaterol 300 pg once daily

Cahl 2010 1 437 2 MB
Donohue 2010 0 Me o 209
Kinoshita 2012 o 116 i a4
YWano 2014 0 1ga 1] 93
Subtotal (95% CI) 1157 7T
Total events 1 2
Heterogeneity: Mot applicable

Testfor overall effect Z=114 (P =029

1.17.5 Indacaterol 600 pg once daily

Dahl 2010 1 428 3 M6
Subtotal (95% CI) 428 216
Total events 1 3
Heterogeneity: Mot applicable

Testfor overall effect £=1585{F =012

Total {(95% CI) 4157 2756
Total events T 12

Heterogeneity: Chi*= 410, df=8{F=0.8%); F=0%
Testfor overall effect Z=1.79 (P =0.07)

6.0% 1.00[0.06,1596]
30%  298[012 7271]
91% 1.66 [0.22,12.57]
Mot estimahle

1683% 0.20[0.01, 4.06]
15.3% 0.20 [0.01, 4.06]
41% 147 [0.06, 36.07)
40% 1.51[0.06, 36.93]
9.2% 0.32[0.01,7.91]
Mot estimahle

181% 034 [0.04,3.21]
Mot estimahle

35.4% 0.60 [0.16, 2.28]
16.2% 025002, 2.71]
Mot estimahle

Mot estimahble

Mot estimahle

16.2% 0.25 [0.02, 2.71]
241% 017 [0.02,1.61]
24.1% 0.17 [0.02, 1.61]
100.0% 0.47 [0.21,1.07]

Test for subgroup differences: Chi= 3.01, df= 4 (P = 0.46), F= 0%

-

P

0oos 0 10 200
Favours [LABA] Favours [Placebo]



Outcome 2: One or more total Serious Adverse Events

Indacaterol Placebo

Study or Subgroup Events Total

Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.18.1 Indacaterol 27.5 pg twice daily

Mahler 20145 Flight 1 13 260 8 261
Mahler 2014 Flight 2 Y| 13 248
Subtotal (95% CI) 511 509
Total events 18 1

Heterogeneity: Chi*=4.59 df=1{P=0.03); F=78%
Testfor overall effect £=0.40(F=0.62)

1.18.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 4 1549 4 1549
Kenwin 2012 Study 2 4 163 9 160
Subtotal (95% CI) 322 319
Total events a 13

Heterogeneity: Chi®= 082, df=1 {P=0.36);, F= 0%
Testfor overall effect. £=1.12 (F=0.26)

1.18.3 Indacaterol 150 pg once daily

Baternan 2013 26 477 13 234
Cionohue 2010 3/ HE 17 209
Feldman 2010 T A 204
Kinoshita 2012 4 114 3 a8
Kommann 2011 29 333 26 335
Yao 2014 12 187 7 93
Subtotal (95% CI) 1738 1134
Total events 113 71

Heterogeneity, Chif= 085, di=5(P=0497); F=0%
Testfor overall effect F=0.22 (FP=083%

1.18.4 Indacaterol 300 pg once daily

Ciahl 2010 g4 437 24 ME
Conohue 2010 32 46 18 209
Kinoshita 2012 2 16 3 a9
Yao 2014 12 188 a 93
Subtotal (95% CI) 1157 577
Total events 110 a3

Heterogeneity: Chi®= 355 df=3{P=031);F=15%
Testfor overall effect £=0.20(F=0.84)

1.18.5 Indacaterol 600 pg once daily

Ciahl 2010 a1 425 24 ME
Subtotal (95% CI) 425 216
Total events a1 24
Heterogeneity: Mot applicable

Testfor overall effect £=0.33(P=0.74)

Total (95% CI) 4153 2755

Total events 300 182
Heterogeneity; Chif=11.28, df=14 (F = 0.66), = 0%
Testfor overall effect: £=0.03 (P =093

36%

5.9%
9.5%

1.8%
4.1%
5.9%

7.9%
10.2%
2.3%
1.8%
11.7%
4.2%
38.2%

14.5%
10.8%
1.8%
4.8%
32.0%

14.4%
14.4%

100.0%

163 [0.69, 3.87)

0.38[0.14,1.09]
0.85[0.46, 1.58]

1.00[0.25, 3.93]
044 [0.14,1.39]
0.61 [0.26, 1.45]

0.98 [0.51,1.87]
1.02[0.59, 1.80]
1.36 [0.44, 4.27]
0.6 [0.16, 2.93]
1.12[0.68, 1.86]
0.85[0.35, 2.09]
1.03[0.77,1.38]

1.32[0.85, 2.09]
0.89[0.51, 1.55]
0.34 [0.08, 1.97]
0.74[0.31,1.79]
1.03 [0.76, 1.41]

1.00 [0.83,1.19]

Testfar subgroup differences: Chif=1.71, df=4 (P =078, F=0%
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Outcome 3: Number of patients with 1 or more acute exacerbation of any severity

Indacaterol Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.19.3 Indacaterol 150 pg once daily
Baternan 2013 103 476 GO 232 204% 0.84 [0.63,1.10] —
Donohue 2010 T2 416 45 209 152% 0.80[0.58 112 .
Subtotal (95% Cl) go2 441 35.6% 0.82 [0.66, 1.02] -
Total events 174 104

Heterogeneity: Chi®=0.03, df=1 {P=086) F=0%
Test for overall effect: Z=1.80(P=0.07}

1.19.4 Indacaterol 300 pg once daily

Cahl 2010 133 437 72 2B 24.4% 0.91 [0.72,1.16] —
Conohue 2010 76 416 46 209 155% 0.83 [0.60,1.14] —
Subtotal (95% CI) 853 425  39.9%  0.88 [0.73,1.07] -
Total events 209 118

Heterogeneity: Chif= 022, df=1 {P=0E64) F=0%
Test for overall effect Z=1.30(P=019)

1.19.5 Indacaterol 600 pg once daily

Dahl 2010 116 428 73 ME 24E6% 080063, 1.02 — &

Subtotal (95% Cl) 428 216 24.6% 0.80 [0.63, 1.02] .

Total events 116 73

Heterogeneity: Mot applicable

Test for overall effect Z=1.78 (P =007}

Total (95% Cl) 2173 1082 100.0% 0.84 [0.74, 0.95] L 2

Total events a00 286

Heterogeneity: Chi®= 0.68, df= 4 (P = 0.95); F= 0% IZI=5 EII? 155 i

Test for overall effect 2= 2.76 (P = 0.006) Faw:ul.irs [Lli'xEI.-'i'x] Fa'v'n.urs [Placehal

Test for subaroup differences: Chif= 041, dfi=2(P=081), F= 0%



Outcome 4: Mean difference in total SGRQ score (possible range of score is 0-100)

LABA Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
1.20.1 Indacaterol 27.5 pg twice daily
Mahler 2014 Flight 1 46 117 244 27 116 223 16.0%  -1.90 [4.01, 0.21] —
Mahler 2014 Flight 2 -A8 132 234 11 132 226 123% -480[-F.21,-2.34 —
Subtotal (95% Cl) 478 449  28.4% -3.16 [4.75,-1.57] &

Heterageneity: Chif= 314, df=1 (F=0.08), F=68%
Test for averall effect: Z=3.89 (P = 0.0001)

1.20.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 434 186 148 472 169 142 43% -3.80[F7.89, 029 |
Kerwin 2012 Study 2 459 1836 148 495 183 145 41% -3.60[-7.80, 0.60] -
Subtotal (95% Cl) 296 287 8.4% -3.70[-6.63,-0.77] L 3

Heterogeneity: Chi*= 000, df=1 (F=0.98);, F=0%
Testfor averall effect £= 248 (P =0.01)

1.20.3 Indacaterol 150 pg once daily

Baternan 2013 381 143 443 4002 122 196 153%  -1.92[-4.09,0.29] -
Donohue 2010 3t 1T 346 404 141 159 B.9% -3.30[6.14,-0.46] I
Kinoshita 2012 -48 179 104 0o 182 25 1.1% -480[H12.72,317] —
Karnmann 2011 B4 183 309 428 18 294 8.5% -6.20[-8.10,-3.30] -

Yao 2014 -7 176 163 0 1255 i 47% -2.70[6.599,1.19] -7
Subtotal (95% Cl) 1365 751 38.6% -3.37 [4.73,-2.00] L )

Heterogeneity: Chi*= 563, df=4 (P=0.23), F=29%
Testfor overall effect: £=4.84 (P = 0.00001)

1.20.4 Indacaterol 300 pg once daily

Dahl 2010 IBE 183 322 M3 146 140 7.3% -4.70[-7.84,-1.56] I
Donohue 2010 3B 1745 360 404 141 160 8.9% -2.40[-5.24, 0.44] ——
Kinoshita 2012 -a.7 186 108 0 182 24 1.1% -5.70[-13.80, 2.40] -
Subtotal (95% Cl) 728 324  17.3% -3.58 [-5.61, -1.54] <

Heterageneity: Chi*=142 df=2 (FP=049), F=0%
Testfor overall effect £= 3.44 (P = 0.00086)

1.20.5 Indacaterol 600 pg once daily

Diahl 2010 IETOITE 305 M3 146 140 73% -4.60[-7.74,-1.46] —
Subtotal (95% Cl) 305 140 7.3% -4.60 [-7.74, -1.46] e
Heterogeneity: Mot applicahle

Testfor averall effect £= 2 87 (P =0.004)

Total (95% Cl) 3232 1951 100.0% -3.46 [4.31, -2.62] [ ]

Heterogeneity: Chi*=1089, df=12 (P=0484) F=0% _150 15 ] é 1:I:|

Test for overall effect; Z=8.01 (P = 0.00001) Favours [LABA] Favours [Placebal
Testfor subgroup diferences: Chi=0.70, df=4 (F =098}, F= 0%




Outcome 5: Minimal Clinical Important Difference (MCID) in Total SGRQ score

Indacaterol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.21.1 Indacaterol 27.5 pqg twice daily
Mahler 2014 Flight 1 117 244 ar 2323 28.0% 1.23[1.00,1.52] I
Mahler 2014 Flight 2 133 234 T8 226 245% 1.65[1.33, 2.03] — &
Subtotal (95% Cl) 478 449 52.5% 1.42 [1.23, 1.65] -
Total events 250 165

Heterogeneity, Chi®=3.71, df=1 (P=00%), F=73%
Test for overall effect £ = 4 66 (P = 0.000013

1.21.2 Indacaterol 75 pg once daily

Subtotal (95% Cl) 0 0 Hot estimable
Total events il 0

Heterogeneity, Mot applicable

Test for overall effect Mot applicable

1.21.3 Indacaterol 150 pg once daily

Baternan 2013 279 443 111 196 4745% 111 [0.87,1.28] ——

Subtotal (95% Cl) 443 196 47.5% 1.11 [0.97, 1.28] -

Total events 279 111

Heterageneity: Mot applicable

Testfar overall effect Z=147 (P=0.14)

1.21.4 Indacaterol 300 pg once daily

Subtotal (95% CI) 0 0 Hot estimable

Total events a 0

Heterageneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% Cl) 921 645 100.0% 1.28 [1.15, 1.42] i

Total events 529 276

Heterogeneity: Chi®=9.32, df= 2 (P =0.00%), F= 79% DIS DIT 155 %
Testfor overall effect £=4.61 (P = 0.00001) ' Fa'v'n-urs [LABA] Favours [Plécebu]

Testfor subgroup differences: Chi®= 556, df=1 {F =002, F=82.0%



Outcome 6: Mean difference in Transient Dyspnea Index (range of score from + 3 to -3)

Indacaterol Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 35D Total Weight [V, Fixed, 95% Cl IV, Fixed, 95% CI
1.22.1 Indacaterol 27.5 pg bid
Mahler 2015 Flight 1 1.98 381 228 085 381 222 8.8%  1.13[0.43,1.83]
Mahler 2015 Flight 2 1.3 328 240 071 326 226 124% 059[000,1.18] —'—
Subtotal (95% Cl) 468 448 21.2% 0.81[0.36,1.27] -
Heterogeneity: Chi®=1.32, df=1{F =025, F= 24%
Testfar averall effect: Z=13.52 (P = 0.0004)
1.22.2 Indacaterol 75 pg once daily
kerwin 2012 Study 1 1.34 348 150 011 352 140 TO0%  1.23[044 207 E—
kerwin 2012 Study 2 1.22 285 148 076 287 149 103% 046[0191.11] N
Subtotal (95% Cl) 208 209 17.3% 0.77[0.27,1.27] g
Heterageneity: Chi*= 217, df=1 (P =014}, F=94%
Test for overall effect: Z=3.00 (F =0.003)
1.22.3 Indacaterol 150 pg once daily
Baterman 2013 247 36 440 163 32 193 138%  0.84[0.281.40 —_—
Donchue 2010 1 435 343 14 41 154 f9% -0.40F1.18,0.349] I
kinashita 2012 1.3 353 108 0 248 51 4.8% 1.30[0.35, 2.29] —
karnmann 2011 203 507 297 1.04 485 3¥2 Ad4% 05939[017,1.81] —
rao 2014 0.82 347 158 o 41 T 39% 0.82[0.24,1.89] T
Subtotal (95% Cl) 1346 747 35.8% 0.69[0.34,1.04] L 2
Heterageneity: Chi®= 9.69, df= 4 (P = 0.09); F=99%
Test for overall effect: Z=3.86 (F = 0.0001)
1.22.4 Indacaterol 300 pg once daily
Dahl 2010 1 446 38 0 383 140 6.7%  1.00[0.20,1.800 —
Donchue 2010 118 423 353 14 41 154 T.2% -0.22[1.00, 056 T
kinashita 2012 1.26 364 108 0 248 51 4.7%  1.261[0.29,2.23] —
ao 2014 1148 348 159 o 41 78 389%  11a8[008,2.21] e —
Subtotal (95% Cl) 938 424 22.5% 0.69[0.25,1.13] L
Heterogeneity: Chi®=7.86, df= 3 (F=0.05); F= 62%
Testfar averall effect: Z=3.07 (P = 0.00Z)
1.22.5 Indacaterol 600 pg once daily
Dahl 2010 0as 858 301 0 385 140 33% 088017, 217 T
Subtotal (95% Cl) 301 140 3.3% 0.98[-0.17,2.13] 1=eulfiii—
Heterogeneity: Mot applicable
Testfor averall effect Z=1.67 (P=010)
Total (95% Cl) 33, 2058 100.0% 0.74 [0.53, 0.95] L 3
Heterageneity: Chi®= 2141, df=13 (F=0.07); F= 39% f I f

1
-4 -2 0 : 4

Testfor overall effect. Z=6.93 (P = 0.00001) Favours [Placebo] Favours [Indacaterol]

Test far subgroup differences: Chi*= 042, df= 4 (P =098, F=0%



10

Outcome 7: Minimal Clinical Important difference in TDI score by 1 point or more

Placebo
Events Total

Indacaterol
Study or Subgroup  Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

2.7.3 Indacaterol 150 pg once daily

Baterman 2013 284 440 111 1493
Subtotal (95% CI) 440 193
Total events 284 111
Heterogeneity: Mot applicakile

Test for averall effect Z=1.62 (P=0.11)

Total (95% CI) 440 183
Total events 284 111

Heterogeneity, Mot applicable
Testfor averall effect Z=1.62 (F=0.11)
Test for subgroup differences: Mot applicable

100.0%
100.0%

100.0%

1.121[0.98,
1.12 [0.93,

1.12 [0.98,

1.29]
1.29]

1.28]

= =

07 085 1.2 1.5
Favours [LABA] Favours [Placebao]

Outcome 8: Decrease from baseline in the number of rescue medications used

Experimental Control

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.27.1 Indacaterol 27.5 pg twice daily

Mahler 2014 Flight 1 -1.72 213 280 -1 212 2400 250% -0.72[F1.10,-0.34] —
Mahler 2014 Flight 2 -208 233 242 104 235 235 201% -1.01[1.43,-0.89] —
Subtotal (95% CI) 492 475 45.0% -0.85[-1.13,-0.57] L 3
Heterogeneity: Chi*=1.02, df=1 (P =031, F=2%

Testfor averall effect: £=5.94 (P = 0.00001)

1.27.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 -1.58 23 183 -049 229 153 134% -1.09[1.60,-0.58)] e
Kerwin 2012 Study 2 -115 228 180 -048 228 154 135% -0BGE[1.17,-01%] —
Subtotal (95% Cl) 303 307  26.8% -0.87 [1.24, 0.51] <4
Heterogeneity: Chi®=1.35, df=1 (P = 0.29); "= 26%

Testfor overall effect: Z=4.72 (P = 0.00001)

1.27.3 Indacaterol 150 pg once daily

Baternan 2013 -1.87 216 46 -082 207 189 281% -0.65[1.00,-0.30] ——
Subtotal (95% Cl) 416 199 28.1% -0.65 [-1.00, -0.30] <
Heterogeneity: Mot applicable

Test for averall effect: £= 3589 (P = 0.0003)

Total (95% CI) 1211 981 100.0% -0.20 [-0.99, -0.61] L 2

Heterogeneity; Chi#= 3.33, df= 4 (P = 0.50); F= 0%
Testfor overall effect Z= 8.33 (F < 0.00001)

Testfor subaroup difierences: Chit= 097, df= 2{P=062), F=0%

24 0 1 2
Favours [experimental] Favours [control]



Outcome 9: Total withdrawals

Indacaterol Placebo

Study or Subgroup Events Total

11

Risk Ratio

Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

2.8.1 Indacaterol 27.5 pg twice daily

Mahler 2015 Flight 1 16 2680 41 261
Mahler 2015 Flight 2 15 251 24 2449
Subtotal (95% CI) 511 510
Total events KN ]

Heterogeneity, Chif=118, di=1(F=023),F=15%
Test for overall effect: £= 3,85 (F=0.0004)

2.8.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 11 159 17 1489
Kernwin 2012 Study 2 189 163 an 160
Subtotal (95% CI) 322 319
Total events 30 a7

Heterageneity: Chif=001, df=1{F=093; F=0%
Testfor overall effect: £= 210 (F=0.04)

2.8.3 Indacaterol 150 pg once daily

Baternan 2013 aE 477 45 234
Conohue 2010 95 416 A5 209
Feldman 2010 25 M 27 205
Kinoshita 2012 1m0 114 gq a8
Karnrmann 2011 44 333 oo 335
Yao 2014 22 188 16 94
Subtotal (95% CI) 1739 1135
Total events 252 232

Heterageneity: Chi*= 216, df=48(F=083);F=0%
Testfor overall effect. Z=4.53 (P = 0.00001)

2.8.4 Indacaterol 300 pg once daily

Dahl 2010 99 437 68 216
Cionohue 2010 F— 66 209
Kinoshita 2012 1 16 10 59
fao 2014 26 188 17 94

Subtotal (95% CI) 1157 578
Total events 212 161
Heterogeneity, Chif=1.74, di=3(P=063);F=0%

Test for overall effect: £ =4 64 (P = 0.00001)

2.8.5 Indacaterol 600 pg once daily

Ciahl 2010 102 425 69 216
Subtotal (95% CI) 425 216
Total events 102 att]
Heterogeneity: Mot applicahle

Testfor overall effect £= 217 (P=0.03

Total (95% CI) 4154 2758

Total events G27 ard
Heterageneity: Chi*= 862, df=14 (P=0289); F= 0%
Testfor overall effect: Z= 7 88 (P = 0.00001)

Testfor subgroun diferences; Chi*= 3.63, df= 4 (P = 0.46), F=0%

5.9%
3.5%
9.3%

2.4%
4.4%
6.8%

8.7%
12.4%
3.9%
1.7%
10.0%
3%
39.9%

13.1%
12.6%
1.9%
3.3%
30.9%

13.1%
13.1%

100.0%

0.39[0.23, 0.68]
0.62[0.33,1.19]
0.48[0.32,0.72]

0.65[0.31,1.34]
0.62 [0.37, 1.06]
0.63 [0.41, 0.97]

0.61 [0.43, 0.87)
0.73 [0.56, 0.96)
0.80 [0.54, 1.50]
0.57 [0.24,1.31)]
0.53 [0.45, 0.89)
0.6 [0.38,1.25)
0.69 [0.58, 0.81]

0.72[0.55, 0.94)
0.59 [0.44, 0.76]
0.51[0.22,1.14)
0.76 [0.44,1.34]
0.66 [0.55, 0.78]

0.75[0.58, 0.97]
0.75[0.58, 0.97]

0.66 [0.60, 0.73]

i
i
<>
<>
-
*

05 07
Favours [LABA]

15 2
Favours [Placebo]



Outcome 10: Total Adverse events

Indacaterol Placebo

Study or Subgroup Events Total

12

Risk Ratio

Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.25.1 Indacaterol 27.5 pg twice daily

Mahler 2015 Flight 1 115 Z60 113 260
Mahler 2015 Flight 2 80 251 106 248
Subtotal (95% CI) 511 509
Total events 195 214

Heterogeneity: Chi®= 398, df=1(P=0.08); F=75%
Testfor overall effect Z=1588{F =012

1.25.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 71 154 65 159
Kerwin 2012 Study 2 a0 163 74 160
Subtotal (95% CI) 322 319
Total events 141 1349

Heterogeneity: Chi*=0.03, df=1{F =087 F=0%
Test for overall effect: Z=0.84 (P = 0.40)

1.25.3 Indacaterol 150 pg once daily

Baterman 2013 261 477 134 234
Donohue 2010 277 AMEB 133 204
Feldman 2010 104 211 96 2045
Kinoshita 2012 a6 114 34 a8
Karnmann 2011 1649 330 156 334
Yao 2014 92 187 42 93
Subtotal (95% CI) 1735 1134
Total events 984 585

Heterogeneity, Chi®= 2868, di=5(P=072), F=0%
Testfor overall effect Z=149(F=014)

1.25.4 Indacaterol 300 pg once daily

Dahl 2010 3o 437 133 26
Donohue 2010 273 4B 133 204
Kinoshita 2012 a7 116 35 a4
Yao 2014 102 188 42 93
Subtotal (95% CI) 1157 57T
Total events 742 343

Heterogeneity: Chi*=569, df=3(F=013); F=47%
Test for overall effect Z=1.86 (P = 0.08)

1.25.5 Indacaterol 600 pg once daily

Diahl 2010 276 425 124 MG
Subtotal (95% CI) 425 216
Total events 276 134

Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P =0.48)

Total (95% CI) 4150
Total events 2353 1430
Heterogeneity, Ghi®=17.40, df= 14 (P = 0.24); F= 20%

Testfar overall effect £=1.73 {F=0.08)

G.6%

6.2%
12.9%

3.8%

4.4%
8.2%

10.5%
10.4%
57%
2.6%
9.1%
33%
4.7%

10.4%
10.4%
27%
3.3%
26.8%

10.4%
10.4%

2755 100.0%

1.02 [0.34,1.24]

0.75 [0.58, 0.94]
0.89 [0.76, 1.03]

1.09 [0.85, 1.41]
1.06 [0.24,1.33]
1.08 [0.91, 1.28]

1.07 [0.93,1.22]
1.05[0.92,1.18]
1.05 [0.86,1.29]
0.84 [0.63,1.12]
1.10[0.94,1.249]
1.09[0.83,1.47]
1.05 [0.98, 1.13]

115[1.02,1.30]
1.03[0.91,1.17]
0.63 [0.63,1.10]
1.20 (0,932, 1.56]
1.08 [1.00, 1.171

-
=N
LT
—_—_
==
=l
-
=]

1.04 [0.99, 1.09]

Test for subaroup differences: Chif= 542 df=4 (P=0249), F= 26.2%

- .

-~

>

07 085 12 15
Favours [LABA] Favours [Placeba]
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Outcome 11: Withdrawal Due to Adverse Events

Indacaterol Placebo

Study or Subgroup Events Total

Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI

2.10.1 Indacaterol 27.5 pg twice daily

Mahler 20145 Flight 1 5 260 13 261
Mahler 2014 Flight 2 Y| T o249
Subtotal (95% CI) 511 510
Total events 10 20

Heterogeneity: Chi®= 061, df=1 {P=043), F=0%
Testfor overall effect £=1.82 (P =0.07)

2.10.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 31549 3 1549
Kenwin 2012 Study 2 9 163 10 160
Subtotal (95% CI) 322 319
Total events 12 13

Heterogeneity: Chi®= 002, df=1 {P=0.89); F= 0%
Testfor overall effect £=0.24 (F=0.81)

2.10.3 Indacaterol 150 pg once daily

Baternan 2013 23477 1m 234
Cionohue 2010 o M6 22209
Feldman 2010 A 211 3 204
Kinoshita 2012 4 114 4 a8
Kommann 2011 18 333 13 335
Yao 2014 12 188 A 93
Subtotal (95% CI) 1739 1134
Total events 43 ar

Heterogeneity, Chif=4.92 di=5(P=043);F=0%
Testfor overall effect: £=0.08 (F=0.94)

2.10.4 Indacaterol 300 pg once daily

Dahl 2010 36 437 17 216
Donohue 2010 24 46 232049
Kinoshita 2012 1 16 4 59
ao 2014 1 188 ] 94

Subtotal (95% CI) 1157 578
Total events 71 49
Heterogeneity: Chi®= 588 df=3{P=012); F=49%
Testfor overall effect £=1.82 (F=0.07)

2.10.5 Indacaterol 600 pg once daily

Ciahl 2010 24 425 18 26
Subtotal (95% CI) 425 216
Total events 24 18

Heterogeneity: Mot applicable
Testfor overall effect £=1.30(F=0.20)

Total (95% CI) 4154

Total events 210 157
Heterogeneity, Chif=14.83, df=14 (F = 0.39), F= 6%
Testfor overall effect £= 213 (F=0.03

6.7%

3.6%
10.4%

1.6%
5.2%
6.8%

7.0%
15.2%
1.6%
2.7%
6.7%
35%
36.6%

11.8%
15.9%
2.7%
3.5%
33.9%

12.4%
12.4%

2757 100.0%

0.39[0.14,1.07)

0.71[0.23, 2.20]
0.50 [0.24, 1.086]

1.00[0.20, 4.88]
0.88[0.37,217]
0.91[0.42, 1.96]

1.13[0.95, 2.33]
0.69[0.41,1.16]
1.94 [0.49, 7.67]
0.51[0.13, 1.96]
1.39 [0.69, 2.80]
1.19[0.43, 3.27]
0.99[0.72,1.36]

1.05[0.60, 1.82]
0.52[0.30, 0.81]
03001, 1.11]
1.00[0.35, 2.84]
0.72]0.51,1.03]

0.68[0.38,1.22]
0.68 [0.38,1.22]

0.80 [0.66, 0.98]

Testfar subgroup differences: Chif= 394, df=4 (P =041, F=0%

—_—

RN E—

-

L 4

002 01
Favours [LABA]

10

Favours [Placebo]

a0
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Outcome 12: Withdrawal due to lack of therapeutic effect

Indacaterol Placebo

Study or Subgroup Events Total

Risk Ratio

Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

2.13.1 Indacaterol 27.5 pg twice daily

Mahler 20145 Flight 1 0 260 o 261
Mahler 2014 Flight 2 Y| o 249
Subtotal (95% CI) 0 0
Total events i 1]
Heterogeneity: Mot applicable

Testfor overall effect; Mot applicable

2.13.2 Indacaterol 75 pg once daily

Kerwin 2012 Study 1 1 1549 3 1549
Kenwin 2012 Study 2 0 163 4 160
Subtotal (95% CI) 322 319
Total events 1 7

Heterogeneity: Chi®= 037, df=1 {(P=0.55), F= 0%
Testfor overall effect £=1.82 (F=0.07)

2.13.3 Indacaterol 150 pg once daily

Baternan 2013 a 47T a Iu
Cionohue 2010 o M6 24 209
Feldman 2010 1 211 6204
Kinoshita 2012 1 114 1 a8
Kommann 2011 1 333 14 335
Yao 2014 1 188 3 93
Subtotal (95% CI) 1739 1134
Total events 42 ar

Heterogeneity, Chif=7.21, di= 5 (P=021)F=3"%
Testfor overall effect: £=4.24 (P = 0.0001)

2.13.4 Indacaterol 300 pg once daily

Ciahl 2010 12 437 15 216
Conohue 2010 4 416 9 2049
Kinoshita 2012 o 116 1 a9
Yao 2014 1 188 3 94
Subtotal (95% CI) 1157 578
Total events 17 28

Heterogeneity: Chi*f=115 di=3{P=077), F=0%
Testfor overall effect, £=3.97 (P = 0.0001)

2.13.5 Indacaterol 600 pg once daily

Ciahl 2010 6 424 8 216
Subtotal (95% CI) 425 216
Total events f a
Heterogeneity: Mot applicable

Testfor overall effect. £=1.81 (P =0.07)

Total (95% CI) 3643 2247
Total events o] 100

Heterogeneity, Chif= 1088, df =12 (F=057), F=0%
Testfor overall effect: £=6.31 (P = 0.00001)

Testfar subgroup differences: Chif=1.21, df=3{F =075, F=0%

2.4%
1E6%
6.0%

8.6%
25.5%
4.9%
1.1%
11.9%
32%
55.1%

16.0%
9.6%
1.6%
32%

30.4%

8.5%
8.5%

100.0%

Mot estimable

Mot estimable
Hot estimable

0.33[0.04,317]
011 [0.01, 2.01]
0.20[0.03,1.13]

0.49[0.19,1.29]
0.62[0.38, 1.09]
016 [0.02,1.33]
0.51 [0.03, 7.99]
0.07 [0.01, 0.50]
016 [0.02, 1.56]
0.41 [0.28, 0.62]

0.40[0.19,0.83]
0.22[0.07,0.72]
07 [0.01,413]
017 [0.02,1.58]
0.31[0.17, 0.55]

0.38[0.13,1.08]
0.38[0.13,1.08]

0.37 [0.27, 0.50]

*

0.005

0.1
Favours [LABA]

10
Favours [Placebo]

200
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Comparison 2: Indacaterol 300 pg/d vs 150ug/d within same study

Outcome 1: All-Cause mortality

Indacaterol 300pg  Indacaterol 150pg Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Donohue 2010 i 416 1 416 100.0% 0.33[0.01, 8.18]

Kinoshita 2012 1] 116 1] 114 Mot estimahble

Yao 2014 0 188 0 188 Mot estimable

Total (95% CI) 720 718 100.0%  0.33[0.01, 8.16] ——e———

Total events a 1

Heterogeneity: Mot applicable f f t 1
0.0z 041 10 ]

Testfor overall effect: 2= 0.87 (P = 0.50) Favours [experimental] Favours [control]

Outcome 2: Total Serious Adverse Events

Indacaterol 300pg  Indacaterol 150pg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Donohue 2010 32 416 35 416 BBA% 0.91 [0.58,1.49]
kinoshita 2012 2 116 4 114 749% 0.49[0.09 263
ao 2014 12 188 12 187 23E6% 0.99 [0.46, 2.16] D E—
Total (95% CI) 720 717 100.0%  0.90[0.61,1.32] -
Total events 46 g1
Heterogeneity: Chi*= 0.57, df=2 (P = 0.75); F= 0% t f t t f f
0.1 0.2 0.4 2 L] 10
Testfor overall effect 2= 0.54 (P = 0.59) Favours [experimental] Favours [control]

Outcome 3: Number of patients with 1 or more acute exacerbation of any severity

Indacaterol 300pg  Indacaterol 150pg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Donohue 2010 TE 416 T2 416 100.0% 1.06[0.79,1.41]
Total (95% Cl) 416 416 100.0%  1.06 [0.79, 1.41]
Total events TE 72
Heterogeneity: Mot applicahle DIS DIT 1. 1I5 é
Testfor overall effect =038 (P =0.72) Favours [experimental] Favours [control]

Outcome 4: Mean difference in SRGQ total score

Indacaterol 300pg Indacaterol 150pg Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Donohue 2010 | 17s 380 37 17.1 346 789% 0.90[1.65 3.45] ]
Kinoshita 2012 -57 186 106 -48 178 104 211% -0.90[-5.84, 4.04]
Total (95% CI) 466 450 100.0% 0.52[1.75, 2.79] ?—
Heterogeneity: Chi®= 0.40, df=1 (P=0.53; F= 0% f } T t ;
Tastf Il effect: Z=0.45 (P = 0.65 10 = o 5 10
Bstfor overall effect 2= 0.45 (P = 0.63) Favours [experimental] Favours [control]

Outcome 5: Patients with MCID in total SGRQ score (> 4 point difference)

Indacaterol 300pg  Indacaterol 150ug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
kinoshita 2012 G4 116 549 114 326% 1.07 [0.84, 1.36] =
Yao 2014 116 188 123 188 EB7.4% 0.94 [0.81,1.10] —
Total (95% CI) 304 302 100.0%  0.98 [0.86,1.12] —~eat——
Tatal events 180 182
Heterogeneity: Chi®=0.71, df=1 (P =040}, F=0% ) 058 i e

Testfor overall effect Z=10.26 (F = 0.80) Favours [experimental] Favours [contral]



16

Outcome 6: Mean difference in Transient Dyspnea Index total score

Indacaterol 300pg Indacaterol 150ug Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Donohue 2010 1.18 472 353 1 435 343 469% 0.18[-0.46, 0.82] i
Kinoshita 2012 126 364 108 1.3 343 108 207% -0.04[-1.00,0892]
Yao 2014 114 348 189 082 347 188 324% 033[0.44,110] —
Total (95% CI) 620 609 100.0% 0.18[-0.25,0.62] '?'
Heterogeneity, Chi®= 0.35, df=2 (P=0.84);F=0% I_2 I1 1 1! 2:
Testfor overall eflect Z=0.82 (P =0.41) Favours [experimental] Favours [control]

Outcome 7: Patients with MCID in TDI total score of 1 point or more is not reported.

Outcome 8: Total withdrawals

Indacaterol 300pg  Indacaterol 150ug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Donohue 2010 7T 416 45 416 74.8% 0.81 [0.62, 1.06] —l—
Kinoshita 2012 10 116 10 114 79% 093 [0.43, 2.27]
Yao 2014 26 188 22 188 17.3% 118[0.70, 2.01] e B —
Total (95% CI) 720 718 100.0%  0.89[0.71,1.12] -
Total events 113 127
Heterogeneity: Chi®=1.62 df=2 (P =045), F=0% DIS DIT 1I5 1’2
Testfor overall efiect 2= 1.01 (F = 0.31) Favours [experimental] Favours [control]

Outcome 9: Total Adverse Events

Indacaterol 300pg  Indacaterol 150ug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Donohue 2010 273 416 77 416 BS1% 0.99 [0.89,1.09] —i—
Kinoshita 2012 a7 116 56 114 13.3% 1.00[0.77,1.30] e a—
Yao 2014 102 188 92 188 M E% 1.11[0.81,1.39] I
Total (95% CI) 720 718 100.0%  1.01[0.93, 1.10] -
Toatal events 432 425
Heterogeneity: Chif=1.13, df= 2 (P = 0673, F= 0% DIS DIT 155 é
Testforoverall effect 2=10.33 (P =0.74) Favours [experimental] Fawours [control]

Outcome 10: Withdrawal due to Adverse Events

Indacaterol 300pg  Indacaterol 150pg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Donohue 2010 24 416 30 416 B52%  0.80 [0.48, 1.34] -
kinoshita 2012 1 116 4 114 8.8% 0.25[0.03, 2.16]
Yao 2014 10 188 12 188 26.1% 0.83[0.37,1.88] I
Total (95% CI) 720 718 100.0%  0.76 [0.50, 1.16] & .
Tatal events 35 46
Heterogeneity: ChiF=112, df=2 (F =047 F=0% T 0 0 100

Testfor overall effect 2=1.26 (F = 0.21) Favours [experimental] Favours [contral]
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Comparison 3: Indacaterol 600 pg/d vs 300ug/d within same study

Outcome 1: Total mortality

Indacaterol 300pg  Indacaterol 150pg Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dahl 2010 1 428 1 437 1000%  1.02[0.08 16.27]

Total (95% CI) 428 437 100.0% 1.02 [0.06, 16.27]

Total events 1 1

10

Heterogeneity: Mot applicable T o 1 e

Testfor overall effect: 2= 0.01 (F = 0.99) Favours [experimental] Favours [control]
Outcome 2: Total Serious Adverse Events

Indacaterol 300pg Indacaterol 150pug Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Dahl 2010 a1 425 B3 437 100.0% 0830459 117] —

Total (95% Cl) 425 437 100.0%  0.83[0.59,1.17] -

Total events a1 63

Heterogeneity: Mot applicable 02 G 5 5

Testfor overall effect Z=1.04 (P =0.30)

Outcome 3: Number of patients with 1 or more acute exacerbation of COPD of any severity

Indacaterol 300pg  Indacaterol 150pg Risk Ratio

Favours [experimental] Favours [control]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dahl 2010 116 428 133 437 100.0% 089072110 —
Total (95% Cl) 478 437 100.0%  0.89[0.72,1.10] et

Total events 116 133

Heterogeneity: Mot applicahle
Test for averall effect Z=1.08 {F = 0.28)

1 1 1
0.5 0.7 15
Favours [experimental] Favours [control]

Outcome 4: Mean difference in SRGQ total score is not reported

i

Outcome 5: Patients with MCID (4 point difference) in SGRQ score is not reported

Outcome 6: Mean difference in TDI score is not reported

Outcome 7: Patients with MCID in TDI score of 1 point or more is not reported.



Outcome 8: Total withdrawals

Indacaterol 300pg

Indacaterol 150ug
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Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup Events Total  Events Total Weight M-H, Fixed, 95% Cl
Dahl 2010 102 428 99 437 100.0%  1.05[0.83,1.34]

Total {95% Cl) 428 437 100.0%  1.05[0.83,1.34]

Total events 102 99

Heterogeneity: Mot applicahle
Test for averall effect 2= 0.41 (F = 0.68)

Outcome 9: Total Adverse Events

05 or 1 15 2
Favours [experimental] Favours [control]

Test for overall effect Z=1591 (P=0.13)

Favours [experimental] Favours [control]

Indacaterol 300pg Indacaterol 150pug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Dahl 2010 278 428 310 437 100.0% 0.91[0.83,1.00]
Total (95% Cl) 428 437 100.0%  0.91[0.83, 1.00] i
Total events 2Th kil
Heterogeneity: Mat applicable f ; f f
o _ 1 0.5 1.2 1.8
Test for overall effect Z=2.02 (F=0.04) Favours [experimental] Favours [control]
Outcome 10: Withdrawal due to Adverse Events
Indacaterol 300pg Indacaterol 150pug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI|
Dahl 2010 24 428 36 437 100.0% 0EE[041,113] T
Total (95% Cl) 428 437 100.0%  0.68 [0.41,1.12] -
Total events 24 36
Heterogeneity: Mat applicable T o' ] ! 1
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Summary of findings:

INDACATEROL compared to Placebo in adult patients with chronic obstructive pulmonary disease

Patient or population: adult patients with chronic obstructive pulmonary disease
Setting: Outpatient

Intervention: Indacaterol (55 pug/d to 600 pg/d)

Comparison: Placebo

Outcomes Anticipated absolute effects’ [EEML Ne of Quality of | Comments

(95% Cl) effect participants the
(95% Cl) (studies) evidence

Risk with Risk with (GRADE)
Placebo INDACATEROL

All-cause 2 per 1,000 RR 0.47 6913 CHPD

) 4 per 1,000

mortality (1to5) (0.21t01.07) (11 RCTs) HIGH

Total SAE 66 per 1,000 RR1.00 6908 121 0@)
66 per 1,000 b

(55 to 79) (0.83t01.19) (11 RCTs) LOW ¥
Number of 230 per 1,000 RR 0.84 3255 1'90)
patients with one (202t0260)  (0.74t00.95) (3 RCTs) Low *bed

274 per 1,000
or more

exacerbation

Mean difference  The mean The mean - 5183 190
in total SGRQ difference in  difference in (10 RCTs) LOW b
score Total SGRQ Total SGRQ

score was 0 score in the
intervention
group was
3.46 lower
(4.31 lower to
2.62 lower)

Patients with 548 per 1,000 RR 1.28 1566 1100)
SGRQ total score 492 to 608 1.15t01.42) (3 RCTs abycd
. Q 428 per 1,000 ( ) ( ) ) LOW
improved by 4

points
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Summary of findings:

INDACATEROL compared to Placebo in adult patients with chronic obstructive pulmonary disease

Patient or population: adult patients with chronic obstructive pulmonary disease
Setting: Outpatient

Intervention: Indacaterol (55 pug/d to 600 pg/d)

Comparison: Placebo

Outcomes Anticipated absolute effects’ [EEML Ne of Quality of | Comments
(95% Cl) effect participants the
(95% Cl) (studies) evidence
Risk with Risk with (GRADE)
Placebo INDACATEROL
Mean difference  The mean The mean - 5409 1100
in TDI score differencein  difference in (10 RCTs) Low P<f
TDI score was TDI score in
0 the
intervention
group was
0.74 higher
(0.53 higher
t0 0.95
higher)
Patients with TDI 644 per 1,000 RR1.12 633 1100)
score 564 to 742 0.98to0 1.29 1RCT abceg
. 575 per 1,000 ( ) ( ) ) Low
improvement of
1 point or more
Total withdrawal 137 per 1,000 RR 0.66 6912 Y1 @)
208 per 1,000 (125 to 152) (0.60t0 0.73) (11 RCTs) MODERATE
a,b
Total Adverse 540 per 1,000 RR 1.04 6905 Y1 @)
events 519 per 1,000 (514 to 566) (0.99t01.09) (11RCTs) MODERATE
a,b
Withdrawal due to 46 per 1,000 RR0.78 6911 Y1210

adverse events 59 per 1,000 (38 to 56) (0.64t0 0.95) (11 RCTs) MODERATE
a,b
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Summary of findings:

INDACATEROL compared to Placebo in adult patients with chronic obstructive pulmonary disease

Patient or population: adult patients with chronic obstructive pulmonary disease
Setting: Outpatient

Intervention: Indacaterol (55 pug/d to 600 pg/d)

Comparison: Placebo

Outcomes Anticipated absolute effects’ [EEML Ne of Quality of | Comments
(95% Cl) effect participants the
(95% Cl) (studies) evidence
Risk with Risk with (GRADE)
Placebo INDACATEROL
Decreased need The mean The mean - 2192 Y@
for rescue decreased decreased (5 RCTs) MODERATE
medication need for need for abh
compared to rescue rescue
baseline (mean medication medication

number of puffs) comparedto compared to
baseline was  baseline in the

0 intervention
group was 0.8

lower (0.99

lower to 0.61

lower)
Withdrawal due to 16 per 1,000 RR0.37 5890 Y1 @)
lack of therapeutic 45 per 1,000 (12 to 22) (0.27 t0 0.50) (9 RCTs) MODERATE
effect ab

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).
Cl: Confidence interval; RR: Risk ratio; MD: Mean difference

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the
effect, but there is a possibility that it is substantially different

Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the
effect

Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the
estimate of effect

a. Unclear/high risk of selection, performance, detection and selective reporting bias.
b. All studies were funded by the manufacturer and employees were directly involved in preparation and review of the manuscript.

c. The 2 studies at 75 pg/d dose do not report this important clinical outcome measure.
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d. 3/12 studies report this outcome in 23% of total randomized patients.
e. This outcome is reported in 75% of total randomized patients.

f. This outcome in 78% of total randomized patients.

g. Reported in 1/12 studies in 9% of randomized patients.

h. Reported in 5/12 studies in 32% of total randomized patients.



