Appendix

Supplementary Table SI. Search strategies

Database

PubMed

Search time

14 June 2023

Strategy

1. (COPD[Title/Abstract]) OR (chronic obstructive pulmonary
disease[Title/Abstract])

2. "Pulmonary Disease, Chronic Obstructive"[Mesh]

3. #1 OR#2

4. ((((((1ICSs[Title/Abstract]) OR (Inhaled corticosteroids[Title/Abstract])) OR
(budesonide[Title/Abstract])) OR (fluticasone[Title/Abstract])) OR
(beclometasone[Title/Abstract])) OR (mometasone[Title/Abstract])) OR
(beclomethasone[Title/Abstract])

5. ((((((((LABA[Title/Abstract]) OR (long-acting p2-agonist[Title/Abstract])) ) OR
(long acting beta-agonists[Title/Abstract])) OR (formoterol[Title/Abstract])) OR
(vilanterol[ Title/Abstract])) OR (Salmeterol[Title/Abstract])) OR
(indacaterol[Title/Abstract])) OR (olodaterol[Title/Abstract])

6. ((((((LAMA[Title/Abstract]) OR (long-acting muscarinic receptor
antagonist[Title/Abstract])) OR (glycopyrrolate[Title/Abstract])) OR
(glycopyrronium[Title/Abstract])) OR (aclidinium[Title/Abstract])) OR
(umeclidinium[Title/Abstract])) OR (tiotropium[Title/Abstract])) OR
(ipratropium[Title/Abstract])

7. (((Dupilumab[Title/Abstract]) OR (Dupixent[Title/Abstract])) OR (SAR-
231893[Title/Abstract])) OR (REGN-668[Title/Abstract])

8. #4 OR #5 OR #6 OR #7

9. #3 AND #8

10. #9 AND ((randomizedcontrolledtrial[Filter]) AND (humans[Filter]))

Database

EMBASE

Search time

14 June 2023

Strategy

1. ‘chronic obstructive lung disease'/exp

2. 2. 'chronic obstructive lung disease' OR 'copd':ab,kwi,ti

3. 3. #1 OR #2

4. 4. "icss":ab,kw,ti OR 'inhaled corticosteroids':ab,kw,ti OR 'budesonide':ab,kw,ti OR
'fluticasone":ab,kw,ti OR 'mometasone:ab,kw,ti OR 'beclomethasone’:ab,kw,ti

5. 5. 'laba’:ab,kw,ti OR 'long acting beta-agonists':ab,kw,ti OR ‘formoterol':ab,kw,ti
OR ‘vilanterol:ab,kw,ti OR 'salmeterol"ab,kw,ti OR 'indacaterol:ab,kw,ti OR
‘olodaterol':ab,kw,ti

6. 6. 'lama’:ab,kw,ti OR 'long-acting muscarinic receptor antagonist':ab,kw,ti OR

'glycopyrrolate’:ab,kw,ti OR 'glycopyrronium’:ab,kw,ti OR ‘"aclidinium':ab,kw,ti OR

1




‘'umeclidinium’:ab,kw,ti OR 'tiotropium':ab,kw,ti OR 'ipratropium’:ab,kw;ti

7. 7. 'Dupilumab’:ab,kw,ti OR 'Dupixent':ab,kw,ti OR 'SAR-231893".ab,kw,ti OR
'REGN-668":ab,kw,ti

8. 8. #4 OR #5 OR #6 OR #7

9.9.#3 AND #8
10. #9 AND 'human'/de AND ‘randomized controlled trial'/de
Database CENTRAL
Search time 14 June 2023
1. (COPD or chronic obstructive pulmonary disease):ti,ab,kw
2. MeSH descriptor:[Pulmonary Disease, Chronic Obstructive] explode
all trees
3. #lor#2
4. (ICSs or Inhaled corticosteroids or budesonide or fluticasone or mometasone or
beclomethasone):ti,ab,kw
Strategy 5. (LABA or long acting beta-agonists or formoterol or vilanterol or salmeterol or

indacaterol or olodaterol):ti,ab,kw

6. (LAMA or long-acting muscarinic receptor antagonist or glycopyrrolate or
glycopyrronium or aclidinium or umeclidinium or tiotropium or ipratropium):ti,ab,kw
7. (Dupilumab or Dupixent or SAR-231893 or REGN-668):ti,ab,kw

8. #4 or #5 or #6 or #7

9. #3 and #8 (Limits:in Trials)




Supplementary Figure S1. Flowchart of selection of included studies

Records identified through
Databases (8963):
PubMed (1258)
EMBASE (1863)
Cochrane Library (5842)

Abstracts reviewed (5288)

Full-text articles assessed
for eligibility (894)

Full-text articles included (66)
(69 RCTs)

Duplicates removed (3675):
By automation tools (2046)
By a human (1629)

Records excluded(4394):
Patient population (1181)
Intervention (884)
Comparator (315)

Study design (1951)
Duplicate(42)
Non-English language(21)

Records excluded(828):

Study design (242)

Patient population (138)
Outcomes (175)

Intervention (32)

Full-text not available (13)
Comparator (49)

Another literature on the same trial
(279)



o Median s Mean Smoking status COPD severity(%)
TRy ey | SV || EesEARVESEL | || T Treatment Daily dose famy || AUEEER | FEETSWHRE] TR BMI | post FEV1%pred | Male(%) | Former Current Very
design | inclusion criteria number death, n | exacerbation, n a Moderate | Severe
(m) y) (kg/m*) (%) smokers(%) | smokers(%) severe
ICS budesonide 640ug
ETHOS 2020 DB, MC 25%-65% 13 8,509 |ICS/LABA/LAMA |LABA formoterol 19.2ug 2,137 28 1,026 64.6 NA 436 59.0 NA 426 287 61.1 10.2
LAMA glycopyrronium 36pg
ICS budesonide 320pg
ICS/LABA/LAMA | LABA formoterol 19.2ug 2,121 39 1,013 64.6 NA 43.1 61.2 NA 40.8 285 59.9 116
LAMA glycopyrronium 36ug
LABAILAMA  |LABA formoterol 19.21g 2,120 49 1,056 64.8 NA 435 58.7 NA 40.4 28.1 1.0 10.8
LAMA glycopyrronium 36ug
ICS budesonide 640ug
ICS/LABA LABA formoterol 19 2pg 2,131 34 1,085 64.6 NA 43.4 60.0 NA 40.5 288 60.2 10.9
ICS fluticasone 100ug
IMPACT 2018 DB, MC NA 13 10,355 |ICS/LABA/LAMA |LABA vilanterol 25ug 4,151 68 455 65.3 26.6 457 66.6 65.0 NA NA NA NA
LAMA umeclidinium 62.5ug
ICSILABA IC$ fluticasone 100ug 4134 76 472 653 | 267 455 66.5 66.0 NA NA NA NA
LABA vilanterol 25ug
LABA vilanterol 25pg
LABA/LAMA LAMA umeciidinium 62 5yg 2,070 49 279 65.2 26.6 45.4 65.5 65.0 NA NA NA NA
ICS beclometasone 400ug
TRILOGY 2016 DB, MC < 50% 13 1,367 |ICS/LABA/LAMA (LABA formoterol 24pug 687 15 214 63.3 26.3 36.9 74.0 53.0 47.0 NA 77.0 230
LAMA glycopyrronium 50ug
ICS/LABA ICS beclomtasone 400ug 680 16 240 638 | 264 362 770 530 470 NA 770 230
LABA formoterol 24ug
DB, SC, ICS budesonide (1200ug
Vestbo 1999 PC NA 36 290 |ICs months, 800ug 30months) 145 4 386 59.0 NA 86.2 586 NA 759 NA NA NA
Placebo Placebo 145 5 34 59.1 NA 86.9 62.1 NA 772 NA NA NA
B DB, ICS budesonide 640ug
Szafranski 2003 MC, PC NA 12 812 |ICS/LABA LABA formoterol 18ug 208 6 35 64.0 NA 36.0 76.0 NA 30.0 NA NA NA
ICS ICS budesonide 800ug 198 5 26 64.0 NA 37.0 80.0 NA 36.0 NA NA NA
LABA LABA formoterol 18ug 201 6 38 63.0 NA 36.0 76.0 NA 38.0 NA NA NA
Placebo Placebo 205 9 53 65.0 NA 36.0 83.0 NA 34.0 NA NA NA
DB,MC, ICS budesonide 640ug
Calverley 2003 pC NA 12 1,022 (ICS/LABA LABA formoterol 18ug 254 5 48 64.0 NA 36.0 78.0 NA 33.0 NA NA NA
ICS ICS budesonide 800ug 257 6 62 64.0 NA 36.0 74.0 NA 39.0 NA NA NA
LABA LABA formoterol 18ug 255 13 73 63.0 NA 36.0 75.0 NA 36.0 NA NA NA
Placebo Placebo 256 5 79 65.0 NA 36.0 75.0 NA 30.0 NA NA NA
Hanania 2019 EE‘MC‘ 30%-70% 13 1,071 |LABA LABA formoterol 40ug 541 3 164 62.7 28.3 43.8 47.3 NA 52.1 50.6 48.2 0.6
Placebo Placebo 530 10 145 62.5 28.7 44.8 496 NA 52.6 516 47.2 0.8
Aaron 2007 DB, MC <65% 13 449  |LAMA LAMA tiotropium 18ug 156 4 112 68.1 276 421 53.8 NA 26.9 NA NA NA
LABA salmeterol 100ug
LABA/LAMA LAMA tiotropium 18ug 148 6 104 67.6 272 412 57.4 NA 243 NA NA NA
ICS fluticasone 1000ug
ICS/LABA/LAMA [LABA salmeterol 100pg 145 6 93 67.5 278 422 579 NA 324 NA NA NA
LAMA tiotropium 18pg
DB, MC,
Calverley 2008 PC 30%-70% 13 911 ICs ICS mometasone 800ug(800 QD) 308 2 108 65.3 267 47.0 69.0 NA NA 320 46.0 200
ICS ICS mometasone 800ug(400 Bid) 308 5 107 65.0 26.1 46.0 67.0 NA NA 29.0 44.0 220
Placebo Placebo 295 3 122 65.0 271 47.0 69.0 NA NA 28.0 43.0 23.0
Calverley 2010  |DB, MC 30%-50% 12 703 |ICS/LABA I E=s i diiy 232 2 64 63.0 NA 41.9 79.3 61.2 38.8 NA NA NA
LABA formoterol 24pg
ICS budesonide 800ug
ICS/LABA LABA formoterol 24yg 238 4 64 64.1 NA 423 815 63.9 36.1 NA NA NA
LABA LABA formoterol 24ug 233 0 66 63.7 NA 425 81.1 627 37.3 NA NA NA




4 1CS budesonide 640ug
Sharafkhaneh 2013 DB, MC. NA 12 1,218 [ICS/AABA e e ao7 7 160 638 NA 37.0 64.a 6.1 NA NA NA NA
1CS budesonide 320ug .
ICS/ILABA LD Tormrey Ton a0s o 173 62.8 NA ar.6 64.7 65.0 NA NA NA NA
LABA LABA formoterol 184 403 10 182 62 5 A 375 568 618 [N7N N7 N7 [N
Dransfield 2013 |DB, MG =70% 12 3,255 |ICS/ILABA v 811 14 338 638 NA 451 61.9 NA NA NA NA NA
vilanterol 25
ICS fluticasone 100pg . -
ICS/ILABA B o 2o 806 10 338 636 NA as.7 57.3 NA NA NA NA NA
ICS/ILABA 1C$ fluticasone SOug 820 16 aas 636 NA 5.6 60.0 NA NA NA NA NA
LABA vilanterol 25ua
LABA LABA vianterol 25ua a8 13 400 63.6 A 4.3 S84 NA NA NA NA A
FORWARD 2014 |DB 30%-50% 12 1,190 |ICS/LABA icSlbeciometesonsiiotun) 505 14 264 64.6 265 41.9 69.0 S aa.0 A A A
LABA formoterol 24ug
LABA LABA formoteral 24 505 a 284 639 26 5 416 680 NA 400 NA NA NA
ICS fluticasone 1000ug
WISDOM 2014 |DB, MC. < 50% 12 2,485 |ICS/LABALAMA [LABA salmeterol 100ug 1,243 a8 564 636 NA 34.2 815 5.2 NA NA 61.1 38.1
LAMA tiotropium 1849
LABA salmeterol 100ug
LABA/LAMA LAt 1610 1,242 a3 593 64.0 NA a4.3 83.4 67.9 NA NA 61.3 as.2
1CS futicasone 100ug
Sallora 2016 PG 1z 2,799 IGS/LABA LABA viariarel 25 1,396 as 86 67.0 28.0 (7 50.0 NA 450 NA NA (7
Placebo Placebo 1,408 30 70 67.0 280 A 622 NA a7.0 NA NA NA
FLAME 2016 DB, MC 25%-60% 13 3,362 |ICS/LABA 1CS futicasone 1000ug 1,682 24 1,374 645 NA a4 748 ~NA as8 ~NA ~NA NA
> 5 LABA salmeterol 10040 § §
LABA indacaterol 11009
LABA/LAMA ATV A et 1.680 24 1.200 64.6 NA 44.0 773 NA 305 NA NA NA
1CS Nuticasone 10004g
Papi 2017 DB, MG =50% 13 1,765 [ICS/ILABA LABA formotorol 400 587 21 254 638 NA 378 755 54.3 5.7 NA NA (7
. ICS fluticasone 5001g . . e
ICS/LABA B e oo 588 10 63.0 NA 380 26 s00 a9 NA NA NA
LABA LABA formolerol 24ug 590 13 236 64.0 NA 377 75.9 50.0 50.0 NA NA NA
ICS beclometasone 4004g
TRINITY 2017 DB, MG < 50% 13 2,690 [ICS/LABALAMA [LABA formoterol 241 1,077 20 3s1 634 26.4 36.6 77.0 520 8.0 NA 79.0 21.0
LAMA glycopyrronium S0pg
LAMA LAMA tiotropium 18pg 1,076 20 s63 635 26.2 56.6 770 530 ar.0 NA 8.0 1.0
ICS beclometasone 400ug
ICSAABAILAMA [LABA formoterol 241 537 8 167 626 26.3 36.7 74.0 50.0 50.0 NA 79.0 21.0
LAMA tiotropium 1849
ICS beclometasone 348pg
TRIBUTE 2018 DB, MC = 50% 13 1,632 |ICS/LABA/LAMA |LABA formoterol 20pg 764 16 273 64.a 267 36.4 720 64.0 6.0 NA 80.0 20.0
LAMA glyGopy ronium 361
LABA/LAMA LABA Indacaterol 85pg 768 21 288 645 266 364 720 s57.0 az0 NA 790 210
LAMA glycopyrronium 43pg
1CS budesonide 1280ug
Kenwin 2019 DB, MG 26506-80% 13 456 |ICS/LABA/LAMA |LABA formoterol 38 4pg 194 3 1z 626 200 NA 526 NA 521 490 aa3 67
LAMA glycopyrronium 72pg
1CS budesonide 1280ug
ICS/ABA A e s an as o 2 64.0 20.0 NA 60 2 NA ar.7 511 az.0 68
LABA/LAMA LALA Tormotarol S8 41d 174 1 o 62.4 28.0 NA 50.0 NA 54.6 52.3 a7.4 10.3
LAMA glycopyrronium 72ug
ICS fluticasone 5001g
Anzueto 2000 DB, MC =50% 13 707 [ICS/ILABA oA e L) 304 a 208 654 2786 a1z 510 NA azo NA NA NA
LABA LABA ol 100pg 403 & 234 653 273 40.0 57.0 NA 43.0 NA NA NA
TONADO 2015 DB, MC = 80% 13 5,162 |LABA/LAMA LABA olodaterol Suo 1,020 18 aa2 638 NA 403 712 6811 380 as 8 307 118
LAMA tiotropium 5pg
LABA olodaterol Stig
LABA/LAMA DAV 1,030 14 301 641 NA 502 735 630 361 50.4 305 10.0
LAMA LAMA tiotropium 5pg 1,033 17 340 630 NA ao 7 731 642 368 50.0 375 124
LAMA LAMA tiotropium 2. Spg 1,052 1z 362 64.0 A 503 730 624 376 502 396 10.0
LABA LABA olodaterol 5ug 1.038 14 a7o 64.2 NA 50.3 73.6 636 36.4 51.3 36.4 12.3
DB.MC, 1CS futicasone 1000ug
TORGH 2007 = NA 36 6,112 [ICS/LABA L ABA imtoral 10000 1,533 193 NA 650 254 443 75.0 NA 43.0 NA NA NA
1cs ICS fluticasone 1000ug 1.624 246 NA 66.0 26.4 441 76.0 NA 43.0 NA NA NA
LABA LABA ol 100pg 1,621 205 NA 651 26.4 3.6 76.0 NA az.0 NA NA NA
Placabo Placabo 1,524 231 NA 650 254 441 6.0 NA 43.0 NA NA NA
D'Urzo 2017 [E1=HRI=h 3096-80% 13 918 |LABA/LAMA e 2 182 2 131 63.7 NA 52.1 a8.4 NA 53.8 54.4 44.0 NA
PC LAMA aclidinium 800pg
LABA formoterol 12g
LABA/LAMA L AN et e 204 1 150 63.6 NA 561 s8.8 NA 544 623 36.8 NA
LAMA LAMA achidinium 80049 194 1 161 620 NA 527 536 NA 593 531 as.4 NA
LABA formoterol 24ua 192 o 147 628 [N 561 46.9 NA 53.6 62.0 aro [N
Placebo Placebo 146 2 104 63.2 NA 53.2 56.5 NA 52.7 54.8 46.2 NA




Dahl 2010 DB, PC 30%-80% 13 1,728 [LABA LABA indacaterol 600ug 425 0 116 630 | 260 508 769 NA NA 499 442 35
LABA LABA indacaterol 300ug 437 1 133 640 | 259 515 803 NA NA 517 435 21
LABA LABA formoterol 241 434 3 126 640 | 257 525 802 NA NA 521 419 23
Placebo Placebo 432 a 145 630 | 264 520 815 NA NA 500 431 21
INVIGORATE 2013 m‘g‘je‘j‘ 30%-50% 13 3439 |LABA LABA indacaterol 15019 1,721 28 747 840 NA 402 78.0 65.0 350 10 980 10
LAMA LAMA tiotropium 18ug 1.718 28 665 640 NA 407 76.0 66.0 340 10 98.0 10
Donohue 2016 |DB, MG 30%-80% 12 590 |LABA/LAMA A oSl 2ug 392 5 107 639 NA 518 55.1 NA 469 528 462 NA
LAMA aclidinium 800ug
LABA LABA formoterol 24p1g 198 1 59 647 NA 505 55 1 NA 439 5156 465 NA
Ferguson 2008  |DB, MC NA 12 782 |ICSILABA ICS fluticasone 5009 394 6 343 649 | 273 39.8 58.0 NA 40.0 NA NA NA
LABA salmeterol 100ug
LABA LABA salmeterol 100ug 388 3 335 650 | 277 4086 520 NA 38.0 NA NA NA
FLIGHT3 2016  |DB, MC 309%-80% 13 615 |LABA/LAMA WA e el ol 25T 204 1 74 640 NA 550 642 505 495 627 358 NA
LAMA glycopyrronium 31.2ug
LABA indacaterol 55ug
LABALAMA CAMA alyeomyrroniom 62.4ug 204 3 67 63.9 NA 54.2 60.3 48.5 515 60.8 38.2 NA
LABA LABA indacaterol 75ug 207 5 76 628 NA 539 720 483 517 623 357 NA
Hanania 2017 DB, MC NA 13 3257 |LABA/LAMA e s ) 1,035 5 238 62.7 NA 434 543 NA 53.0 NA NA NA
LAMA glycopyrronium 36ug
LAMA LAMA glycopyrronium 361 888 1 231 628 NA 426 550 NA 530 NA NA NA
LABA LABA formoterol 19.2yg 884 2 207 62.8 NA 43.4 55.7 NA 55.9 NA NA NA
LAMA LAMA tiotropium 18ug 450 5 113 629 NA 427 596 NA 529 NA NA NA
GLOW2 2012 EE‘MC' 30%-80% 13 1,060 |LAMA LAMA glycopyrronium 50ug 525 3 191 635 | 279 557 64.6 547 453 632 356 11
Placebo Placebo 263 2 116 636 | 2756 564 646 537 463 649 343 07
LAMA LAMA tiotropium 18ug 267 2 90 639 | 277 56.0 62.9 55.8 442 64.4 35.2 0.0
Koch 2014 (1) Eg‘ R <80% 12 904 |LABA LABA olodaterol 51ig 227 3 77 637 NA 523 78.0 700 300 551 383 62
LABA LABA olodaterol 10pg 225 6 75 626 NA 498 756 653 347 507 404 89
LABA LABA formoterol 24pig 227 a 62 648 NA 528 780 634 366 599 330 70
Placebo Placebo 225 4 60 640 NA 500 800 613 387 489 422 80
Koch 2014 (2) Eg‘ R <80% 12 934 |LABA LABA olodaterol 51g 232 7 54 637 NA 522 806 62.1 379 56.0 362 73
LABA LABA olodaterol 10pg 234 6 65 638 NA 513 786 675 325 487 453 6.0
LABA LABA formoterol 24pg 233 6 69 650 NA 510 824 69 1 309 476 416 04
Placebo Placebo 235 6 69 639 NA 520 830 694 306 562 323 111
GEMS 2016 DB, MC 30%-80% 13 507 |LABA LABA indacaterol 751ig 256 1 95 632 NA 531 582 445 555 551 406 04
LAMA LAMA glycopyrronium 31 2ug 251 2 91 633 NA 531 562 458 542 530 438 00
DB,MC, ICS budesonide 640ug
.MC, 9
Rennard 2009 |52 <80% 12 1,964 |ICS/ILABA AR o e 494 8 66 632 NA 386 623 60.9 NA 17.0 587 243
ICS budesonide 320ug
ICS/ILABA LABA formetoral 161 494 8 93 63.6 NA 39.6 62.8 58.1 NA 17.2 63.6 19.0
LABA LABA formoterol 1819 495 6 83 629 393 653 549 NA 18.0 576 240
Placebo Placebo 481 8 77 629 408 653 56 1 NA 18.9 620 187
ICS fluticasone 1000ug
SARAG 2016 NA NA 12 44 |ICS/LABA Ty 22 0 11 657 | 270 635 909 NA NA NA NA NA
LAMA LAMA tiotropium 18pg 22 0 18 674 | 274 672 100.0 NA NA NA NA NA
POET-COPD 2011|DB, MC <70% 12 7,376 |LAMA LAMA tiotropium 18ug 3,707 64 1,277 629 NA 492 744 NA 480 478 431 89
LABA LABA salmeterol 100ug 3,669 78 1,414 628 NA 494 749 NA 483 496 421 79
INSPIRE 2008 DB, MC < 50% 24 1323 |ICS/LABA e iliiersrs JEHg 658 21 408 64.0 NA 391 81.0 NA 38.0 NA 82.1 15.2
LABA salmeterol 100ug
LAMA LAMA tiotropium 18pig 665 38 392 650 NA 394 840 NA 380 NA 808 152
SPARK 2013 DB, MC <50% 16 2206 |LABA/LAMA LABA Indacalerol 11049 729 23 636 63.1 NA 37.0 76.0 NA 38.0 NA 79.0 21.0
LAMA glycopyrronium 50pg
LAMA LAMA glycopyrronium 50ug 740 22 651 63 1 NA 373 730 NA 380 NA 790 210
LAMA LAMA tiotropium 18pg 737 25 642 636 NA 374 750 NA 370 NA 790 210




DB,MC,

Eric 2010 e NA 12 1,990 |LAMA LAMA tiolropium 5pg 670 16 249 647 466 733 NA 379 NA
LAMA LAMA tiotropium 10ug 667 18 246 65.1 NA 45.3 74.7 NA 34.8 NA NA NA
Placebo Placeba 653 10 288 652 NA 462 746 NA 361 NA NA NA
DB,MC, LABA wilanterol 25pg
Donchue 2014 | 5 35%-80% 13 562 |LABA/LAMA DANA rakear e 2500 226 0 29 614 27.9 55.0 69.0 NA NA 61.0 39.0 0.0
LAMA LAMA umeclidinium 125ug 227 4 34 617 281 542 64.0 NA NA 57.0 43.0 0.0
Placebo Placebo 109 1 26 601 27.7 551 67.0 NA NA 650 34.0 0.0
Ferguson 2014 (1) gg,Mc, <80% 12 624 |LABA LABA olodaterol 5ug 208 a 50 64.0 NA 481 721 639 36.1 447 1.3 139
LABA LABA olodaterol 10ug 207 2 67 65.0 NA 494 740 614 38.6 44.9 449 101
Placebo Placebo 200 3 71 658 NA 491 727 589 411 483 39.7 12.0
Ferguson 2014 (2) gg,Mc, <80% 12 642  |LABA LABA olodaterol 5ug 200 1 46 647 NA 492 727 53.1 469 493 40.2 105
LABA LABA olodaterol 10ug 217 5 59 654 NA 48.4 700 576 424 433 447 115
Placebo Placebo 216 3 55 63.8 [ 491 70.4 57 421 49.1 33.3 171
Zhou 2017 gg,Mc, 250% 24 771 |LAMA LAMA tiotropium 18ug 388 2 112 64.2 22.6 77.9 84.5 37.6 412 56.4 NA NA
Placebo Placebo 383 5 150 639 225 781 862 397 402 56.9 NA NA
Robert 2000 MC, PC NA 40 1,116 |ICS [Iggot‘r‘l:nxclnolone acetonide 550 15 NA 56.2 NA 68.5 64.0 NA 90.5 NA NA NA
Placebo Placebo 557 19 NA 564 NA 672 62 1 NA 898 NA NA NA
ISOLDE 2000 SE,MC‘ < B5% 751 |IcS ICS fluticasone 10004 376 a2 NA 637 245 503 750 468 36.4 NA NA NA
Placebo Placebo 375 36 NA 63.8 24.9 50.0 74.1 45.9 39.2 NA NA NA
Bateman 2010 gg'MC‘ NA 12 3,917 |LAMA LAMA tiotropium Spg 1,952 52 685 64.8 NA 452 78.1 64.2 35.7 NA NA NA
Placebo Placeba 1,965 38 842 648 NA 454 770 641 350 NA NA NA
Andreas 2020 DB, PC =280% 12 775 LABA LABA olodaterol 5ug 235 2 NA 62.8 27.4 44.6 69.4 556.7 44.3 50.6 41.7 7.2
LABA LABA olodaterol 10pg 234 1 NA 628 262 444 67 1 547 453 487 436 73
LABA LABA formoterol 24pg 80 1 NA 62.6 24.0 44.3 75.0 57.6 426 50.0 40.0 10.0
Placebo Placebo 226 2 NA 639 262 464 66 4 553 447 584 327 84
Choudhury 2007 _|DB, PC < 80% 12 260 |ICS futicasone 1000ug 128 3 34 67.6 NA 532 48.0 NA 406 NA NA NA
Placebo Placebo 132 0 61 673 NA 550 56.0 NA 356 NA NA NA
DYNAGITO 2018 DB, MC “260% 13 7.880 |LABA/LAMA Gl S Ly 3,939 107 1,519 66.5 NA 44.6 71.0 64.0 36.0 49.0 4.0 40.0
LAMA tiotropium 10ug
LAMA LAMA tiotropium 10ug 3,041 121 1,504 66.3 NA 44.5 72.0 62.0 38.0 48.0 4.0 39.0
Casaburi 2002 gg'Mc' NA 12 921 |LAMA LAMA tiotropium 18ug 550 7 198 65.0 26.3 39.1 66.5 NA NA NA NA NA
Placebo Placebo 371 7 156 650 260 38 1 628 NA NA NA NA NA
UPLIFT 2016 SE'MC‘ <70% 48 5002 |LAMA LAMA tiotropium 18g 2,986 376 1,706 650 NA 480 750 NA 200 46.0 440 80
Placebo Placebo 3,006 408 1,743 65.0 NA 47.0 74.0 NA 30.0 45.0 44.0 9.0
Charles 2007 EE'MC‘ NA 12 913 LAMA LAMA tiotropium 18ug 608 15 268 66.8 NA 394 50.0 NA 320 NA NA NA
Placebo Placebo 305 4 125 66.9 NA 39.3 61.0 NA 30.0 NA NA NA
Christopher 2013 gg'MC‘ =65% 24 519 LAMA LAMA tiotropium 18ug 260 6 79 64.7 26.0 44.5 76.5 NA 35.0 37.0 50.0 13.0
Placebo Placebo 250 6 79 646 26.8 442 78.0 NA 328 35.0 51.0 14.0
EUROSCOP 1999 gg,Mc, 50%-100% 36 1,277 |IcS ICS budesonide B00ug 634 8 NA 526 250 76.8 736 NA NA NA NA
Placebo Placebo 643 10 NA 524 247 76.9 722 NA NA NA NA
Maltais 2020 DB, MG 50%—70% 36 283 |LABA LABA vilanterol 25ug 142 6 50 66.0 201 59.6 51.0 NA NA NA NA
ICS fluticasone 100ug
ICS/ILABA LABA vilortero! 250 141 a 54 64.4 28.3 58.9 50.0 NA NA NA NA NA
Crim 2015 DB, MC <70% 13 3.255 |LABA LABA vilanterol 250g 818 1 NA 636 NA 452 580 440 56.0 NA NA NA
ICS fluticasone 50ug
ICS/LABA LADA wiantors) e 820 0 NA 636 NA 454 58.0 44.0 56.0 NA NA NA
ICS fluticasone 100ug
ICS/ILABA LABA wiantore 250 806 1 NA 638 NA 46.0 56.0 450 550 NA NA NA
ICS fluticasone 200ug
ICS/LABA LABA vilontare] 260 811 7 NA 636 NA 452 58.0 430 57.0 NA NA NA
DB,MC, LABA indacaterol 110pg
ENLIGHTEN 2013 | 5 30%-80% 13 338 |LABA/LAMA LAMA glyeopyrronium 5000 225 4 63 62.6 NA 56.4 77.3 54.7 453 68.4 31.1 0.0
Placebo Placebo 113 1 29 629 NA 59 4 761 549 451 805 186 09
James 2014 SE'MC‘ NA 12 841 |LABA LABA arformateral 30pg 420 12 122 64.2 NA 39.7 56.2 49.0 51.0 NA NA NA
Placebo Placebo 421 10 132 633 NA 394 577 482 518 NA NA NA




Shaker 2009 SE‘ = NA 36 254 |ICS ICS budesonide 800ug 127 5 69 636 | 253 51.0 62.0 NA NA NA NA NA
Placebo Placebo 127 5 62 636 | 253 53.0 540 NA NA NA NA NA
Chapman 2011 |DB,PC |  30%-80% 13 414 |LABA LABA indacaterol 150yg 144 0 34 62.5 NA 53.9 60.0 51.0 NA NA NA NA
LABA LABA indacaterol 300yg 146 1 36 625 NA 56.6 59.0 48.0 NA NA NA NA
Placebo Placebo 124 1 3 62.8 NA 56.3 65.0 51.0 NA NA NA NA
Contoli 2017 blind 50%-80% 12 60 |ICS/LABA CS fluticasone 1000ug 30 NA 20 705 NA 63.1 230 NA NA NA NA NA
LABA salmeterol 100pg
LABA LABA salmeterol 100yg 30 NA 23 706 NA 646 250 NA NA NA NA NA
Dusser 2006 gg‘MC' NA 12 1,010 [LAMA LAMA tiotropium 18yg 500 NA 250 64.5 NA 482 89.0 NA 27.0 NA NA NA
Placebo Placebo 510 NA 308 65.0 NA 476 87.0 NA 24.0 NA NA NA
Jones 2011 (1) gE‘MC' <80% 13 843 |LAMA LAMA aclidinium 200pg 627 7 167 626 | 264 542 778 NA 451 NA NA NA
Placebo Placebo 216 4 56 619 | 267 529 81.0 NA 154 NA NA NA
Jones 2011 (2) gg‘MC' <<80% 13 804 |LAMA LAMA aclidinium 200ug 600 5 199 651 | 2658 50.6 63.8 NA 37.0 NA NA NA
Placebo Placebo 204 3 81 652 | 266 494 60.8 NA 38.7 NA NA NA
Powrie 2007 gg‘ st NA 12 142 [LAMA LAMA tiotropium 18yg 69 NA 30 663 | 27.1 50.9 69.6 NA 59.4 NA NA NA
Placebo Placebo 73 NA 47 66.4 | 27.1 49.2 56.2 NA 57.5 NA NA NA
Rossi 2002 MC, PC NA 12 645 |LABA LABA formoterol 24yg 211 3 68 63.0 NA 470 87.0 NA NA NA NA NA
LABA LABA formoterol 48g 214 1 49 62.0 NA 47.0 83.0 NA NA NA NA NA
Placebo Placebo 220 0 75 63.0 NA 49.0 80.0 NA NA NA NA NA
Stockley 2006 SE‘MC' NA 12 634 |LABA LABA salmeterol 100yg 316 3 146 62.4 NA 6.1 77.0 53.0 470 NA NA NA
Placebo Placebo 318 5 163 62.3 NA 458 76.0 54.0 46.0 NA NA NA
BOREAS 2023  |DB,MC |  30%-70% 13 939 }gf; Eﬁr?.:émm Dupilumab(5: Ti£47300mg q2w) | 468 7 161 650 | 275 50.6 63.7 714 286 NA NA NA
ICS/LABA/LAMA |NA 471 8 189 652 | 276 50.6 66.4 66.6 314 NA NA NA

Supplementary Table SI1. More detailed characteristics of included RCTs
DB - double-blind, MC — multi-centre, SC — single-centre, PC — placebo-controlled, NA — not available, BMI — body mass index, post-FEV1%pred — post-
bronchodilation forced expiratorv volume in one second as a percentaae of the predicted value.




Random . Blinding of Blinding of .
. Allocation . Incomplete Selective .
Trial/Author year sequence participants outcome . Other bias
) concealment outcome data reporting
generation and personnel assessment

ETHOS 2020 Low Low Low Low Low Low Low
IMPACT 2018 Unclear Unclear Low Low Low Low Low
TRILOGY 2016 Low Low Low Low Low Low Low
Vestbo 1999 Low Low Low Low Low Low Unclear
Szafranski 2003 Low Low Low Low Low Low Low
Calverley 2003 Low Low Low Low Low Low Low
Hanania 2019 Low Low Low Low Low Low Low
Aaron 2007 Low Low Low Low Low Unclear Unclear
Calverley 2008 Low Unclear Low Low Low Low Unclear
Calverley 2010 Low Low Low Low Low Low Low
Sharafkhaneh 2012 Low Low Low Low Low Low Low
Dransfield 2013 Low Low Low Low Low Low Low
FORWARD 2014 Low Low Low Low Low Low Low
WISDOM 2014 Low Low Low Low Low Low Low
Salford 2016 Low Low [ Hgh | Hoh | Low Low Low
FLAME 2016 Low Low Low Low Low Low Low
Papi 2017 Low Low Low Low Low Low Unclear
TRINITY 2017 Low Low Low Low Low Low Low
TRIBUTE 2018 Low Low Low Low Low Low Low
Kerwin 2019 Low Low Low Low Low Low Low
Anzueto 2009 Low Low Low Low Low Low Unclear
TONADO 2015 Low Low Low Unclear Low Unclear
TORCH 2007 Low Low Low Low Low Low Low
D'Urzo 2017 Low Unclear Low Unclear Low Low Low
Dahl 2010 Low Low Low Low Low Low Low
INVIGORATE 2013 Low Low Low Unclear Low Low Low
Donohue 2016 Low Low Low Low Low Low
Ferguson 2008 Low Unclear Low Low Low Low Low
FLIGHT3 2016 Low Low Low Low Low Low Low
Hanania 2017 Low Unclear Unclear Low Low
GLOW?2 2012 Low Unclear Low Low Low
Koch 2014 (1) Low Unclear Low Unclear Low Low Low
Koch 2014 (2) Low Unclear Low Unclear Low Low Low
GEM3 2016 Low Low Low Low Low Low Low
Rennard 2009 Low Low Low Low Low Low Low
SARAG 2016 Low Low Unclear Unclear Low Low Low
POET-COPD 2011 Low Low Low Low Low Low Low
INSPIRE 2008 Low Low Low Low Low Low Unclear
SPARK 2013 Low Unclear Low Low Low
Eric 2010 Low Low Low Low Low Unclear
Donohue 2014 Low Low Low Low Low Low Low
Ferguson 2014 (1) Low Low Low Low Low Low Low
Ferguson 2014 (2) Low Low Low Low Low Low Low
Zhou 2017 Unclear Unclear Low Low Low Low Low
Robert 2000 Unclear Unclear Unclear Unclear Low Low Low
ISOLDE 2000 Low Low Low Low Low Low Low
Bateman 2010 Low Low Low Low Low Low Low
Andreas 2020 Low Low Low Low Low Low Low
Choudhury 2007 Low Low Low Low Low Low Low
DYNAGITO 2018 Low Low Low Low Low Low Low
Casaburi 2002 Unclear Unclear Low Low Unclear Unclear Unclear
UPLIFT 2016 Unclear Unclear Low Low Low Low Low
Charles 2007 Unclear Unclear Low Low Low Low Unclear
Christopher 2013 Low Low Low [ Heh | Low Low Low
EUROSCOP 1999 Low Low Low Low Low Low Low
Mattais 2020 |GG Low Low Low Low Low
Crim 2015 Unclear Unclear Low Low Low Low Low
ENLIGHTEN 2013 Unclear Low Low Low Low Low Low
James 2014 Unclear Unclear Low Low Low Low Low
Shaker 2009 Low Low Low Low Low Low Low
Chapman 2011 Unclear Unclear Low _ Low Low _
Contoli 2017 Low Low Low Low Low Low Low
Dusser 2006 Unclear Unclear Low Low Low Low Low
Jones 2011 (1) Low Low Low Low Low Low Low
Jones 2011 (2) Low Low Low Low Low Low Low
Powrie 2007 Low Low Low Low Low Low Low
Rossi 2002 Unclear Unclear Low Low Low Low Low
Stockley 2006 Low Low Low Low Low Low Low
BOREAS 2023 Unclear Low Low Low Low Low Low

Supplementary Figure S2. Bias risk assessment of included studies



ICS/LABA/
LAMA/Dupilumab

0.783 ICS/LABA/

(0.555-1.103) LAMA

0.708 0.904

(0.491-1.014) | (0.808-1.009) AR

0.676 0.864 0.956

(0.469-0.973) | (0.767-0.973) | (0.865-1.059) [ESIAER

0.679 0.868 0.960 1.004 LA

(0.469-0.977) | (0.766-0.981) | (0.872-1.055) | (0.906-1.108)

0.611 0.781 0.864 0.904 0.900 AT

(0.423-0.881) | (0.688-0.885) | (0.783-0.953) | (0.828-09386) | (0.829-0.981)

0.745 0.953 1.053 1.102 1.008 1.219 .
(0.494-1.121) | (0.762-1.188) | (0.856-1.300) | (0.900-1.353) | (0.901-1.341) | (1.003-1.486)

0.561 0.717 0.792 0.829 0.825 0.917 0.752 SR
(0.387-0.810) | (0.626-0.817) | (0.712-0.881) | (0.747-0918) | (0.763-0.893) | (0.843-0.996) [ (0.621-0.905)

1?=36%, P>0.05
A

ICS/LABA/
LAMA/Dupilumab

0.870 ICS/LABA/

(0.299-2.631) LAMA

0.677 0.778

(0.228-2.080) | (0.630-0.966) LRERIAER

0.780 0.896 1.152

(0.260-2.431) | (0.721-1.129) | (0.941-1.406) eI

0.673 0.773 0.993 0.863 A

(0.225-2.081) | (0.610-0.984) | (0.820-1.204) | (0.714-1.037)

0.751 0.862 1.109 0.963 1.114 AR

(0.248-2.352) | (0.672-1.130) | (0.894-1.3095) | (0.812-1.151) | (0.930-1.352)

0.678 0.773 0.995 0.864 1.002 0.899 -
(0.221-2.149) | (0.584-1.093) | (0.770-1.355) | (0.701-1.133) | (0.803-1.328) | (0.729-1.155)

0.691 0.790 1.017 0.883 1.022 0.919 1.021 Ehr
(0.229-2.165) | (0.620-1.048) | (0.825-1.289) | (0.741-1.077) | (0.886-1.232) | (0.773-1.094) | (0.824-1.2386)

1’=0%, P>0.05

Supplementary Table SIII. More primary network meta-analysis results for acute exacerbation (A)
and all-cause mortality (B). The odds ratio (OR) and 95% credible interval (95% CI) are presented.
No significant heterogeneity (I?) or inconsistency (p-value) was found for all outcomes
ICS — inhaled corticosteroid, LABA — long-acting p-agonist, LAMA — long-acting muscarinic
antagonist, OR — odds ratio, 95% CI — 95% credible interval.

10




ICS/LABA/
LAMA/Dupilumab

0.782 ICS/LABA/
(0.558-1.094) LAMA
0.711 0.909
(0.497-1.008) | (0.810-1.018) LRSI
0.681 0.871 0.958
(0.475-0.971) | (0.771-0.982) | (0.851-1.082) JESIEN
0.667 0.853 0.939 0.980 AR
(0.453-0.965) | (0.712-1.006) | (0.777-1.120) | (0.818-1.157)
0.612 0.783 0.861 0.899 0.917 LAER
(0.421-0.888) | (0.664-0922) | (0.734-1.012) | (0.797-1.013) | (0.754-1.130)
0.762 0.974 1.071 1.119 1.143 1.243 =
(0.484-1.192) | (0.721-1.319) | (0.795-1.454) | (0.841-1.492) (0.84-1.569) (0.933-1.667)
0.407 0.520 0.572 0.597 0.610 0.665 0.534 P
(0.267-0.610) | (0.410-0.652) | (0.453-0.719) | (0.478-0.738) | (0.486-0.766) | (0.527-0.831) | (0.401-0.702)
1°=7%, P>0.05
A
ICS/LABA/
LAMA/Dupilumab
0.866 ICS/LABA/
(0.290-2.578) LAMA
0.685 0.787
(0.223-2.088) | (0.628-1.012) LRERIAIYR
0.818 0.944 1.194
(0.266-2.481) | (0.735-1.213) | (0.917-1.540) eI
0.558 0.640 0.811 0678 A
(0.174-1.746) | (0.432-0.945) | (0.534-1.221) | (0.458-0.996)
0.778 0.898 1.139 0.952 1.409 AR
(0.246-2.413) | (0.653-1.257) | (0.815-1.586) | (0.768-1.194) | (0.908-2.178)
0.668 0.764 0.972 0.810 1.109 0.851 —
(0.211-2.099) | (0.546-1.133) | (0.682-1.412) | (0.636-1.095) | (0.763-1.922) | (0.665-1.142)
0.667 0.769 0.974 0.814 1.204 0.855 1.004 .
(0.210-2.070) | (0.536-1.096) | (0.672-1.386) | (0.628-1.058) | (0.757-1.900) | (0.655-1.107) | (0.756-1.263)
1’=0%, P>0.05
B
ICS/LABA/
L AMA/Dupilumab
0.782 ICS/LABA/
(0.556-1.099) LAMA
0.697 0.891
(0.488-0.993) |(0.809-0.981) AR
0.683 0.872 0.079
(0.480-0.975)  |(0.796-0.963) _ [(0.891-1.084) ISR
0.653 0.836 0.038 0.958 LA
(0.454-0.937)  |(0.740-0.940)  [(0.842-1.042)  |(0.850-1.068)
0.615 0.786 0.882 0.901 0.941 AT
(0.428-0.883)  |(0.700-0.886)  [(0.794-0.984)  |(0.820-0.988)  [(0.841-1.059)
0.683 0.873 0.080 1.001 1.045 1111 -
(0.471-0.996)  |(0.749-1.024) _ [(0.839-1.151) _ |(0.874-1.148) _ [(0.889-1.242) _ ](0.955-1.296)
0.506 0.647 0.726 0.741 0.774 0.822 0.740 S
(0.348-0.733) _ |(0.557-0.750) _ [(0.630-0.834)  |(0.645-0.848)  [(0.679-0.883)  |(0.720-0.938)  |(0.621-0.879)
12=27%, P=NA
C
ICS/LABA/
LAMA/Dupilumab
0.861 ICS/LABA/
(0.285-2.489) LAMA
0.713 0.829
(0.231-2.084) | (0.682-1.009) LRI
0.910 1.053 1.270
(0.296-2.689) | (0.870-1.276) | (1.037-1.571) JESIEN
0.667 0.773 0.936 0.736 A
(0.213-1.977) | (0.609-1.003) | (0.753-1.156) | (0.579-0.942)
0.866 1.000 1.211 0.952 1.205 AR
(0.277-2.584) | (0.783-1.200) | (0.045-1.541) | (0.799-1.138) | (0.985-1.700)
0.728 0.842 1.016 0.799 1.087 0.839 .
(0.234-2.178) | (0.652-1.111) | (0.779-1.336) | (0.657-0.985) | (0.812-1.460) | (0.681-1.045)
0.726 0.840 1.014 0.798 1.084 0.836 0.995 P
(0.231-2.193) | (0.647-1.092) | (0.770-1.321) | (0.6450978) | (0.812-1.439) | (0.676-1.033) | (0.795-1.235)
1?=0%, P>0.05

D




ICS/LABA/
LAMA/Dupilumab

0.782 ICS/ILABA/
(0.557-1.099) LAMA
0.705 0.902
(0.495-1.008) | (0.807-1.004) LU
0.682 0.872 0.967
(0.477-0.978) | (0.776-0.982) | (0.874-1.075) ol
0.675 0.864 0.958 0.990 .
(0.470-0.968) | (0.759-0.975) | (0.862-1.060) | (0.888-1.096)
0.598 0.765 0.848 0.877 0.886 LR
(0.417-0.861) | (0.674-0.868) | (0.765-0.943) | (0.800-0.960) | (0.813-0.970)
0734 0.939 1.042 1.077 1.089 1.228 o=
(0.490-1.102) | (0.752-1.174) | (0.844-1.287) | (0.878-1.323) | (0.894-1.331) | (1.009-1.496)
0.550 0.704 0.780 0.807 0.815 0.920 0.749 —
(0.381-0.792) | (0.614-0.803) | (0.696-0.875) | (0.722-0.898) | (0.752-0.885) | (0.842-1.003) [ (0.621-0.901)
1°=35%, P>0.05
E
ICS/LABA/
LAMA/Dupilumab
0.835 ICS/LABA/
(0.279-2.441) LAMA
0.648 0.773
(0.213-1.922) | (0.633-0.952) RSILTR
0.754 0.903 1.164
(0.246-2.268) | (0.729-1.122) | (0.958-1.432) ICSILABA
0.622 0.746 0.965 0.827 —
(0.200-1.876) | (0.591-0.946) | (0.789-1.185) | (0.686-0.996)
0.697 0.833 1.078 0.924 1118 -
(0.228-2.110) | (0.651-1.081) | (0.863-1.364) | (0.782-1.106) | (0.940-1.341)
0.615 0.739 0.953 0.817 0.989 0.885 =
(0.201-1.929) | (0.558-1.015) | (0.743-1.277) | (0.668-1.047) | (0.800-1.278) | (0.726-1.113)
0.621 0.743 0.959 0.822 0.995 0.891 1.007 —
(0.205-1.886) | (0.580-0.968) | (0.771-1.217) | (0.694-0.997) | (0.858-1.176) | (0.756-1.051) [ (0.819-1.208)
1°=0%, P=NA
F
ICS/ILABA/
LAMA/Dupilumab
0.783 ICS/ILABA/
(0.560-1.096) LAMA
0.709 0.905
(0.498-1.007) | (0.812-1.008) IRBALTR
0.677 0.865 0.955
(0.475-0.964) | (0.770-0.968) | (0.867-1.053) IS
0.681 0.870 0.961 1.006 LA
(0.476-0.970) | (0.770-0.978) | (0.876-1.051) | (0.911-1.108)
0.612 0.781 0.863 0.004 0.808 LA
(0.429-0.873) | (0.691-0.884) | (0.785-0.951) | (0.829-0.987) | (0.830-0.977)
0.784 1.002 1.107 1.159 1.152 1.283 -
(0.516-1.193) | (0.779-1.200) | (0.870-1.412) | (0.915-1.470) | (0.912-1.459) | (1.018-1.616)
0.564 0.720 0.796 0.833 0.828 0.922 0.719 —
(0.394-0.806) | (0.633-0.818) | (0.718-0.883) | (0.753-0.922) | (0.768-0.896) | (0.849-1.000) [ (0.573-0.901)
1?=30%, P=NA
G
ICS/LABA/
LAMA/Dupilumab
0.882 ICS/ILABA/
(0.285-2.548) LAMA
0.689 0.783
(0.220-2.024) | (0.630-0.973) LABALAMA
0.788 0.896 1.147
(0.254-2.335) | (0.715-1.130) | (0.931-1.406) ISR
0.683 0.776 0.993 0.866 LA
(0.216-2.027) | (0.609-0.990) | (0.815-1.203) | (0.714-1.045)
0.768 0.872 1.116 0.972 1.124 LA
(0.244-2.281) | (0.675-1.145) | (0.889-1.410) | (0.818-1.167) | (0.939-1.364)
0.699 0.788 1.009 0.878 1.013 0.904 =
(0.212-2.101) | (0.588-1.126) | (0.764-1.393) | (0.705-1.165) | (0.807-1.369) | (0.725-1.176)
0.701 0.794 1.015 0.884 1.020 0.910 1.009 —
(0.216-2.091) | (0.617-1.053) | (0.811-1.289) | (0.745-1.082) | (0.879-1.231) (0.77-1.091) (0.797-1.227)

1°=0%, P>0.05

H
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Supplementary Table SIV. More results of 4 sensitivity analyses for acute exacerbation
(A, C, E, G) and all-cause mortality (B, D, F, H). First, the removal of studies with
background drug interference (A, B). Second, dealing with background drugs (C, D). Third,
excluding relatively high risk of bias studies (E, F). Fourth, removing studies with sample
sizes < 300 (G, H). The odds ratio (OR) and 95% credible interval (95% CI) are presented.
OR < 1 favors intervention, and 95% CI not including 1 signifies statistical significance. I?,
heterogeneity; p-value, inconsistency.
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Supplementary Figure S3. Ranking probabilities for each intervention on the two outcomes
in four sensitivity analyses. First, the removal of studies with background drug interference (A,
B). Second, dealing with background drugs (C, D). Third, excluding relatively high risk of bias
studies (E, F). Fourth, removing studies with sample sizes < 300 (G, H). Acute exacerbation
(A, C, E, G); All-cause mortality (B, D, F, H)
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