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| 774 articles through database searching J

l

[ 479 articles left after duplicates removed |

Title and abstract excluded: 454

Review: 119
No outcome measure reported:
17

Topic no relevant: 282
Not in English: 36

Full text evaluation: 25

Excluded: 17

Cannot extract necessary data: 7
Did not provide key endpoints: 2
Conference abstracts or posters:

2

Not appropriate study design: 6

8 articles included (9 studies)

Supplementary Figure 1. Flowchart of the study selection.
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Supplementary Figure 2. Quality assessment of included studies.
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Pirfenidone Placebo Risk Ratio Risk Ratio

Study or Subgrou; Events Total Events Total Weight M-H. Random.95% Cl M-H. Random. 95% CI
5.1.1 Skin related adverse events
Furuya etal., 2017 0 20 0 27 Not estimable
Vianello etal., 2019 1] 1 3 9 1.7% 012[001,204) &
Nathan etal,, 2019 14 a0 17 80 81% 0.73[0.39,1.39] ==
Talmadge etal, 2014 75 278 79 277 98% 0.95([0.72,1.24) -
Taniguch etal, 2010 163 163 103 104 10.2% 1.01[0.99,1.04]
Noble etal, 2011 a 48 170 48 174 95% 1.02[0.73,1.44] T
Noble etal., 2011 b 54 169 49 168 96% 1.10(0.79, 1.51] =
Azuma et.al., 2005 72 72 32 35 101% 1.10(0.99,1.23] r
Huang etal., 2015 20 38 10 38 83% 2.00(1.08, 3.69] T
Subtotal (95% CI) 1011 912 67.3% 1.04 [0.95, 1.14]
Total events 445 341

Heterogeneity: Tau*= 0.00, Chi*=11.03,df=7 (P=0.14), F=37%
Test for overall effect Z= 0.88 (P =0.38)

5.1.2 Adverse events

Furuya etal,, 2017 ] 20 1] 27 Not estimable

Vianello etal,, 2019 0 " 0 9 Not estimable

Taniguch et.al., 2010 85 163 24 104  94% 2.26[1.54,3.31] -

Huang etal,, 2015 16 38 B 38 72% 267[1.17,6.08) —=

Nathan etal, 2019 i) 90 0 80  1.4% 267[011,64.64]

Noble etal., 2011 b 17 189 4 168 59% 4.22[1.45,12.29] —_—
Talmadge etal., 2014 ] 278 1 277 26% 4.98(0.59, 42.37) =

MNoble etal, 2011 a 25 170 2 174 45% 12.79[3.08,53.18] —
Azuma etal., 2005 32 72 0 35 1.8% 32.05[2.02, 508.68] —_—*
Subtotal (95% Cl) 1011 912 32.7% 3.89[2.09,7.24] -

Total events 181 37

Heterogeneity: Tau*= 0.27; Chi*= 11.41, df= 6 (P = 0.08), F= 47%
Test for overall effect Z= 429 (P = 0.0001)

Total (95% CI) 2022 1824 100.0% 1.61[1.08, 2.41] L 4
Total events 627 378

Heterogeneity: Tau®= 0.41; Chi*= 410.94, df=14 (P < 0.00001), F= 37%
Test for overall effect Z=2.32 (P=10.02)

Test for subaroun differences: Chi*=16.94. df=1 (P < 0.0001). F=94.1%

s L
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Supplementary Figure 3. Summarized adverse events.

Wu W, et al. BMJ Open 2021; 11:e050004. doi: 10.1136/bmjopen-2021-050004



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

Supplementary Table 1. Jadad score for included studies

An account of all
Study included Randomization * Blinding " . . Overall
patients

Azuma et al., 2005
Taniguchi et al., 2010
Noble et al., 2011
Noble et al., 2011
Talmadge et al., 2014
Huang et al., 2015
Furuya et al., 2017
Nathan et al., 2019
Vianello et al., 2019

a

SR RO R R R SR Y
NSRS U T I R Y

1
1
1
1
1
1
1
1

wm A B LU L W

[\

1 1

, 1 point if randomization is mentioned, 1 additional point if the method of randomization is

~

appropriate. Deduct 1 point if the method of randomization is inappropriate (minimum 0).
® 1 point if blinding is mentioned, 1 additional point if the method of blinding is appropriate. Deduct 1
point if the method of blinding is inappropriate (minimum 0).

¢, The fate of all patients in the trial is known. If there are no data, the reason is stated.
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Supplementary Table 2. Publication bias of summarized outcomes

Outcomes Begg (P-value) Egger (P-value)
Summarized all-cause mortality 0.54 0.24
Summarized IPF-related mortality 0.78 0.75
Summarized PFS 0.80 0.72
Summarized worsening IPF 0.71 0.50
Summarized acute exacerbation IPF 0.64 0.47
Summarized changes in >10% of FVC 0.50 0.40
Summarized changes in 6 MWT 0.44 0.31

Summarized changes in aminotransferase secondary to

0.91 0.94
treatment
Summarized adverse events 0.40 0.39
Summarized skin-related adverse events 0.71 0.60
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