Electronic Supplement

Table S1. Codings used for identifying risk factors, comorbidities, prior diagnoses and in-hospital procedures.

International Classification of Diseases Anatomical Operations and
10th revision with German Therapeutic Procedures (OPS)
Modifications (ICD-10 GM) code Chemical code
(ATC) code
Study population
Peripheral arterial occlusive disease | Main diagnosis: <2015 170.21-24 ; >2015
(PAOD) 170.21-25 or main diagnosis E10.50-51,
E10.7, E11.50-51, E11.7,173.0 173.1
173.8-9 174.0-5 174.8-9 L03.01-2 L03.11
L98.4 RO2 in combination with secondary
diagnosis <2015 170.21-24 ; >2015
170.21-25
Obtained in-hospital treatment
Peripheral vascular intervention 8-836 8-840 to 8-849
8-83C 8-84A
Open surgical repair 5-380 to 5-384 5-38C
to 5-38F 5-393 to 5-
396 5-98A 5-38A.4 5-
38A.C
Minor or major amputation 5-864 5-865
Medical history
Congestive heart failure 109.0 111.0 113.0 113.2 125.5 142.0 142.5-9
143 150 P29
Cardiac arrhythmias 144.1-3 145.6 145.9 147 148 149 R00.0
R00.1 R00.8 T82.1 Z45.0 Z95.0
Valvular disease A52.0 105.0-2 105.8-9 106.0-2 106.8-9
107.0-2 107.8-9 108.0-3 108.8-9 109.1 109.8
134-139 Q23 Z95.2-4
Diabetes, complicated E10.2-8 E11.2-8 E12.2-8 E13.2-8 E14.2-8
Renal failure 112.0 113.1 N18 N19 N15.0 249 794.0
799.2
Liver disease B18.0-2 B18.8-9 185 186.4 198.2 K70
K71-74 K76 Z94.4
Tumour/metastatic cancer C00-C26 C30-C76 C97/C77-C80
Dyslipidaemia E78
Ischemic heart disease 120-125
Myocardial infarction 120.0 121-124 Z03.4
Stroke or TIA 161 163 164 G45
Venous Thromboembolism 126, 180, 181, 182.2, 182.9
Atrial Fibrillation 148
Hip or knee replacement 5-820 to 5-823
Medications
Group 1, SAPT: Clopidogrel BO1AC04




Group 1, SAPT: ASS BO1AC06
BO1AC56
BO1AC86
Group 2, DAPT: Clopidogrel + BO1AC34
ASS, dual
Group 3, VKA: Phenprocoumon B01AA04
Group 3, VKA: Warfarin B01AA03
Group 4, DOAC: Dabigatran BO1AEOQ7
Group 4, DOAC: Rivaroxaban BO1AF01
Group 4, DOAC: Apixaban BO1AF02
Group 4, DOAC: Edoxaban BO1AF03




Table S2. Baseline characteristics of the total study cohort and CLTI and IC patient, excluding patients suffering
from atrial fibrillation within 1 year prior to index date, venous thromboembolism within 60 days prior to the
index date, acute coronary syndrome within 1 year prior to index date and hip or knee replacement within 60
days prior to index date; SD: Standard Deviation; PAOD: Peripheral arterial occlusive disease; TIA: Transient
ischaemic attack; CLTI: Chronic limb-threatening ischaemia, IC: Intermittent Claudication

Total CLTI IC
(n=64,143) (n=28,234) (n=35,909)
Age, years, mean (SD) | 71.16 (11.20) | 74.28(11.79) | 68.71(10.05)

Female sex, n (%)

29520 (46.0)

13727 (48.6)

15793 (44.0)

van Walraven Score > 9,

n (%)

19140 (29.8)

12090 (42.8)

7050 (19.6)

Best medical treatment, n (%)

12603 (19.6)

7849 (27.8)

4754 (13.2)

Peripheral vascular intervention, n (%)

33052 (51.5)

10819 (38.3)

22233 (61.9)

Open surgical repair, n (%) 15808 (24.6) 6963 (24.7) 8845 (24.6)
Amputation only, n (%) 2680 (4.2) 2603 (9.2) 77 (0.2)
Congestive heart failure, n (%) 13354 (20.8) 8411 (29.8) 4943 (13.8)
Cardiac arrhythmias, n (%) 8360 (13.0) 4843 (17.2) 3517 (9.8)
Valvular disease, n (%) 5160 (8.0) 3048 (10.8) 2112 (5.9)

Hypertension, n (%)

51205 (79.8)

23126 (81.9)

28079 (78.2)

Diabetes (complicated), n (%) 16793 (26.2) 11313 (40.1) 5480 (15.3)

Renal failure, n (%) 16767 (26.1) 10135 (35.9) 6632 (18.5)

Liver disease, n (%) 2807 (4.4) 1603 (5.7) 1204 (3.4)

Solid tumor or metastatic cancer, n (%) 4732 (7.4) 2359 (8.4) 2373 (6.6)
Dyslipidaemia, n (%) 30524 (47.6) 12121 (42.9) 18403 (51.2)

History of coronary artery disease, n (%) 20542 (32.0) 9697 (34.3) 10845 (30.2)
Prior myocardial infarction, n (%) 7961 (12.4) 3818 (13.5) 4143 (11.5)

Prior stroke or TIA, n (%) 5155 (8.0) 3042 (10.8) 2113 (5.9)

History of bleeding, n (%) 13386 (20.9) 8251 (29.2) 5135 (14.3)




Table S3: Observed and estimated treatment patterns of the total study cohort (a), CLTI (b) and IC (c) patients,
excluding patients suffering from atrial fibrillation within 1 year prior to index date, venous thromboembolism
within 60 days prior to the index date, acute coronary syndrome within 1 year prior to index date and hip or knee
replacement within 60 days prior to index date; SAPT: Single antiplatelet therapy, DAPT: Dual antiplatelet
therapy, VKA: Vitamin-K-antagonists, DOAC: Direct oral anticoagulation, DPI: Dual pathway inhibition, IC:
Intermittent claudication, CLTI: Chronic limb-threatening ischaemia, Cl: Confidence interval), *No confidence
interval available

(@)
Total (n=64,143) 12 months prior, 6 months after,
observed estimated,95% CI

SAPT, n (%)

18026 (28.1)

42.3 (41.9-42.7)

DAPT, n (%) 2872 (4.5) 16.8 (16.6-17.1)
VKA, n (%) 2167 (3.4) 3.9 (3.7-4.0)
DOAC, n (%) 764 (1.2) 1.6 (15-1.7)
DPI, n (%) 843 (1.3) 3.9 (3.84.1)
No therapy, n (%) 39471 (61.5) 31.5%

(b)

CLTI (n=28,234)

12 months prior,

6 months after,

observed estimated,95% CI
SAPT, n (%) 7894 (28) 39.6 (39-40.2)
DAPT, n (%) 1130 (4.0) 14.5 (14.1-15)
VKA, n (%) 1374 (4.9) 5.5 (5.2-5.8)
DOAC, n (%) 469 (1.7) 2.2 (2.1-2.4)
DPI, n (%) 468 (1.7) 5.2 (5-5.5)
No therapy, n (%) 16899 (59.9) 33.0*
(©
IC (n=35,909) 12 months prior, 6 months after,
observed estimated,95% ClI

SAPT, n (%)

10132 (28.2)

44.4 (43.9-44.9)

DAPT, n (%) 1742 (4.9) 18.6 (18.2-19)
VKA, n (%) 793 (2.2) 2.7 (2.5-2.8)
DOAC, n (%) 295 (0.8) 1.1(1.0-1.2)
DPI, n (%) 375 (1.0) 2.9 (2.7-3.1)
No therapy, n (%) 22572 (62.9) 30.4%




Table S4: Prior studies on the prescription of antithrombotics in patients with Peripheral arterial occlusive disease (PAOD) [1-17]; IC: Intermittent claudication , CLTI: Chronic
limb-threatening ischaemia, CVD: Cardiovascular disease, MI: Myocardial infarction, APT: Antiplatelet therapy, OAC: Oral anticoagulation; we estimated upper bounds of
antiplatelet use if medication use was not assessed mutually exclusive

Author Year Country Patient subgroups N Female | Meanage | APT OAC
Leeetal. [1] 2020 KR PAOD 765 18% 67 98% -
Hageman et al. [2] 2020 NL PAOD, CVD 1,455 32% 60 55% 14%
Mustapha et al. [3] 2020 uUs CLTI 404 33% 69 92% 11%
Galas et al. [4] 2019 DE PAOD, nursing home 1,329 71% 84 <41% | 15%
Sigvant et al. [5] 2019 SE MI, PAOD 52,408 49% 74 <72% -
'S‘ir”da'o'son etal 1 2018 us PAOD 1,676 45% 72 60% | -
Cea Soriano et al. [9] 2017 UK symptomatic PAOD 28,484 40% - < 23% -
Sigvant et al. [10] 2016 SE PAOD 18,742 49% 74 <73% -
Hussain et al. [11] 2016 CA PAOD 2,686 35% 70 67% 15%
Coveney et al. [12] 2011 IE Arterial disease 180 21% 69 <87% 8%
'[\fg'er'sm' etal. 2011 DE PAOD 479 44% 47| <64% | 12%
Pande et al. [14] 2011 uUs PAOD 7,458 58% 68 39% -
Stansby et al. [15] 2011 UK IC 473 34% 68 70% 4%
Soga et al. [16] 2010 JP IC 271 18% 68 92% -
Paquet et al. [17] 2010 CA PAOD 5,962 44% 73 2% -

Our study 2020 DE PAOD 80,426 46% 73 60% | 19%
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