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Supplementary Table A: Reasons for the end of follow-up (GLP-1 receptor agonists

vs sulfonylureas cohort)

Reasons

Sulfonylurea

GLP-1 receptor agonists

Outcome
Death
Administration

Discontinuation/switching

1261 (8.8%)
1343 (9.4%)
2272 (15.9%)
9383 (65.8%)

64 (5.1%)
31 (2.5%)
355 (28.4%)
802 (64.1%)




Supplementary Figure A: Forest Plot Depicting Secondary Analyses Comparing GLP-1 receptor agonists with Sulfonylureas

Analysis HR (95% ClI)

Duration of follow-up
0-1 year 0
1.1-2 years > 1.
>2 years 0

A

Molecule
Liraglutide 0.8
Others 0.7

Age
<75 years
=75 years

A

AA
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Sex
Female
Male

Asthma
Without history of asthma 1
With history of asthma < 0.
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Supplementary Figure B. Restricted Cubic Spline of Cohort Entry Period and the Association Between GLP-1 receptor
agonists and Severe COPD Exacerbations
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Supplementary Figure C: Forest Plot Depicting Sensitivity Analyses Comparing GLP-1 receptor agonists with Sulfonylureas

Analysis HR (95% CI)

Primary analysis < 0.70 (0.49, 0.99)
30-day grace period 0.78 (0.52, 1.17)
90-day grace period 0.71 (0.51, 0.99)
Inverse probability of censoring weighting < 0.57 (0.33, 0.99)
Multiple imputation 0.71 (0.50, 1.01)
Negative control outcome > 1.11 (0.55, 2.26)
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Supplementary Table B: Reasons for the end of follow-up (DPP-4 inhibitors vs
sulfonylureas cohort)

Reasons Sulfonylurea DPP-4 inhibitors
Outcome 1827 (10.0%) 611 (7.0%)

Death 2233 (12.3%) 665 (7.6%)
Administration 2731 (15.0%) 2850 (32.6%)

Discontinuation/switching 11,413 (62.7%) 4605 (52.7%)




Supplementary Figure D: Forest Plot Depicting Secondary Analyses Comparing DPP-4 inhibitors with Sulfonylureas

Analysis HR (95% CI)
Duration of follow-up

0-1 year 0.90 (0.78, 1.04

1.1-2 years 0.77 (0.60, 0.99

>2 years 1.01 (0.78, 1.32
Molecule

Alogliptin < 0.64 (0.46, 0.89

Linagliptin 0.88 (0.74, 1.06

Sitagliptin 0.95 (0.83, 1.09

Others 0.89 (0.67, 1.18
Age

<75 years 0.85 &0.73, 0.983

=75 years 1.02 (0.86, 1.22
Sex

Female 0.98 50.83, 1.15§

Male 0.86 (0.74, 1.00
Asthma

Without history of asthma 1.11 &0.92, 1.34;

With history of asthma 0.82 (0.72, 0.95
Dyspnoea

None/mild 1.03 (0.80, 1.34

Moderate/severe 0.90 (0.79, 1.02
Predicted FEV1

FEV1 <30% 0.93 (0.66, 1.29

FEV1 30%-50% 0.96 (0.79, 1.16

FEV1 51%-80% 0.90 (0.76, 1.08

FEV1 > 80% —> 1.41 (0.88, 2.26
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Supplementary Figure E. Restricted Cubic Spline of Cohort Entry Period and the Association Between DPP-4 inhibitors and
Severe COPD Exacerbations
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Supplementary Figure F: Forest Plot Depicting Sensitivity Analyses Comparing DPP-4 inhibitors with Sulfonylureas

Analysis HR (95% CI)

Primary analysis S 0.91 (0.82, 1.02)
30-day grace period _— 0.84 (0.74, 0.95)
90-day grace period 0.92 (0.83, 1.03)
Inverse probability of censoring weighting 0.95 (0.82, 1.09)
Multiple imputation A 0.92 (0.82, 1.02)
Negative control outcome 1.05 (0.81, 1.37)
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Supplementary Table C: Reasons for the end of follow-up (SGLT-2 inhibitors vs sulfonylureas

cohort)

Reasons Sulfonylurea SGLT-2 inhibitors
Outcome 1006 (9.3%) 92 (3.1%)

Death 1144 (10.6%) 62 (2.1%)
Administration 2731 (25.2%) 1249 (42.3%)
Discontinuation/switching 5960 (55.0%) 1553 (52.5%)
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Supplementary Figure G: Forest Plot Depicting Secondary Analyses Comparing SGLT-2 inhibitors with Sulfonylureas

Analysis HR (95% CI)
Duration of follow-up

0-1 year < 0.68 (0.49, 0.94

1.1-2 years <€ 0.53 (0.28, 1.00

>2 years < 0.55 (0.27,1.12
Molecule

Canagliflozin < 0.59 (0.35, 0.98

Empagliflozin < 0.59 (0.39, 0.90

Dapagliflozin < 0.67 (0.48, 0.93
Age

<75 years <€ 0.64 (0.48, 0.85

=75 years <« 0.57 (0.29, 1.14
Sex

Female < 0.64 (0.44, 0.95

Male D 0.60 (0.42, 0.86
Asthma

Without history of asthma < 0.67 §0.41,1 ;

With history of asthma D 0.60(0.44,0
Dyspnoea_

None/mild < 0.64 (0.38, 1.09

Moderate/severe € 0.62 (0.45, 0.85
Predicted FEV1

FEV1 < 30% < > 1.02 (0.42, 2.46

FEV1 30%-50% <€ 0.53 (0.33, 0.85

FEV1 51%-80% 0.78 (0.54,1.13

FEV1 > 80% < > 0.80 (0.31, 2.07
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Supplementary Figure H. Restricted Cubic Spline of Cohort Entry Period and the Association Between SGLT-2 inhibitors and
Severe COPD Exacerbations

Hazard ratio of severe COPD exacerbation
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Supplementary Figure I: Forest Plot Depicting Sensitivity Analyses Comparing SGLT-2 inhibitors with Sulfonylureas

Analysis HR (95% CI)

Primary analysis 0.62 (0.48, 0.81)

30-day grace period 0.64 (0.48, 0.86)

AN AN N

90-day grace period 0.62 (0.49, 0.80)

Inverse probability of censoring weighting 0.56 (0.39, 0.80)

T

Multiple imputation 0.62 (0.48, 0.81)

NN

Negative control outcome 0.62 (0.32, 1.20)




