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Abstract: To prevent atherothrombotic events, patients with peripheral arterial disease are typically
prescribed antiplatelet therapy (APT). However, some of them receive anticoagulant therapy (ACT)
due to comorbidities. Our aim was to determine possible differences in the effectiveness and safety of
both treatments in patients after endovascular femoropopliteal revascularisation. We retrospectively
analysed 1247 patients after successful femoropopliteal revascularisation performed in a single
tertiary medical centre and classified them into the ACT or APT group, based on their prescribed
treatment. The groups were characterised by descriptive statistics, and their characteristics were
adjusted for confounders by propensity score matching. Effectiveness and safety outcomes were
assessed within one year after revascularisation. The odds ratio for the composite outcome of all-cause
death, PAD exacerbation, and major amputation due to vascular causes with ACT versus APT was
1.21 (95% CI 0.53-2.21; p = 0.484). The odds ratio for major bleeding as defined by the International
Society on Thrombosis and Haemostasis with ACT versus APT was 0.77 (95% CI 0.13-3.84; p = 0.251).
We found no statistically significant difference in the effectiveness and safety of ACT, when compared
to APT in patients with similar cardiovascular risk factors and other baseline characteristics. Further
prospective research is warranted.

Keywords: peripheral arterial disease; endovascular procedures; femoral artery; anticoagulants;
platelet aggregation inhibitors; effectiveness; safety; propensity score; treatment outcome

1. Introduction

Patients with peripheral arterial disease (PAD) are at an increased risk of both major
adverse cardiovascular events (MACEs) and major adverse limb events (MALEs) [1-3].
Antithrombotic therapy thus represents a principal treatment modality, with patients gen-
erally being prescribed antiplatelet therapy (APT) [4]. However, recent studies suggest that
the addition of low-dose anticoagulant therapy (ACT) to APT in patients with stable PAD
yields superior outcomes compared to APT alone [5]. Revascularisation procedures pose
additional risk for ischaemic events, with MALEs occurring mainly in the first year after
the procedure and MACEs staying stably elevated in the long-term [6]. Post-procedural
antithrombotic therapy with the combination of APT and low-dose ACT can improve
outcomes after revascularisation [7].
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Due to comorbidities, such as atrial fibrillation, artificial heart valves, or a history
of venous thromboembolism, some PAD patients receive full-dose ACT [1]. Despite its
widespread use, the effectiveness of full-dose ACT in preventing MACEs and MALEs in
patients with PAD remains unclear. Long-term patency is especially poor after revascu-
larisation of the femoropopliteal arterial segment [8,9]. Further research into the optimal
post-procedural antithrombotic regimen, aimed at improving outcomes and prolonging
patency, is thus crucial. In this retrospective cohort study, we used propensity score
matching (PSM) to compare the effectiveness and safety outcomes within one year after
femoropopliteal revascularisation between patients who were prescribed full-dose ACT
with or without the transient addition of APT and patients who received APT alone.

2. Materials and Methods

We retrospectively analysed the cohort of PAD patients with disabling intermittent
claudication or chronic critical limb ischaemia, who underwent successful femoropopliteal
endovascular revascularisation in the Catheter Laboratory of the Clinical Department of
Vascular Diseases of the University Medical Centre Ljubljana, Slovenia, between 2014
and 2019. The exclusion criteria were insufficient data on post-procedural antithrombotic
treatment, a simultaneously performed surgical bypass procedure, and the presence of
previously undiagnosed iliac lesions that required another intervention, despite patency of
the originally treated femoropopliteal segment. If the same patient underwent multiple
revascularisation procedures between the years 2014 and 2019, only the first successful
procedure was considered. When revascularisation was performed simultaneously on both
limbs, the limb with more severe symptoms was considered. Part of the patient population
was previously studied in a retrospective study examining the effectiveness and safety of
ACT and APT after endovascular revascularisation of all lower-limb arterial segments [10].

Patients were treated according to the ESC guidelines [11], with bailout stenting
performed in case of significant residual stenosis, early elastic recoil, or flow-limiting
arterial wall dissection. As a rule, patients were already receiving APT before the procedure,
while those without it received 100 mg of acetylsalicylic acid a day before and on the day
of the procedure. During the revascularisation procedure, all patients received 3000 to
5000 L.U. of unfractionated heparin intravenously. After the procedure, most patients were
prescribed APT. In case of stent placement or the use of a drug-coated device, as well as
in the majority of patients with simultaneous angioplasty of the popliteal or below-knee
arteries, dual APT (DAPT) was prescribed, most commonly for 3 months. Patients with
comorbidities which called for ACT were prescribed therapeutic doses of ACT, sometimes
along with transient APT, usually for 1 to 3 months, depending on the interventionists’
assessment and the patient’s risk of bleeding.

We collected data on patient demographics, cardiovascular risk factors, markers of
PAD severity, previous revascularisation procedures and amputations, procedural char-
acteristics, and prescribed pre- and post-procedural medications. The presence of cardio-
vascular risk factors and comorbidities was determined based on established diagnoses,
available laboratory analyses, and prescriptions of specific medication. PAD severity was
assessed clinically using the Fontaine classification [12], and the extent of lesions was eval-
uated using the TASC II scoring system [2]. Run-off was assessed using modified criteria of
the Society for Vascular Surgery [13] and deemed good in patients with a patent popliteal
and at least two below-knee arteries. The patients’ data were retrieved from the hospital’s
electronic medical records and further supplemented with information obtained from
the patients’ general practitioners if necessary. Data were matched by the hospitalisation
number identifier and anonymised for analysis.

Two treatment groups were formed based on the patients” prescribed antithrombotic
therapy upon discharge from the hospital. Patients who received only APT were in the
APT group, while patients who received full-dose ACT with or without transient APT
were in the ACT group. Possible subsequent changes of antithrombotic therapy during the
observed interval and poor patient adherence were not considered.
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We analysed all patients” medical records within one year after the first successful pro-
cedure, or until the occurrence of an adverse event included in the composite effectiveness
outcome if it occurred sooner. In patients without follow-up examinations within one year
after the procedure, we assessed the outcomes based on later follow-up examinations when
available or gathered information from the patients” general practitioners. The primary aim
of the study was the comparison of the effectiveness and safety outcomes between the ACT
and the APT groups within one year after the procedure, and the secondary aim was the
comparison of the two groups in terms of their baseline characteristics. Patients for whom
both outcomes one year after the procedure could not be assessed were included only in
the comparison of baseline characteristics, and not in the PSM procedure and comparison
of effectiveness and safety outcomes (Figure 1).

1247 Technically successful
femoropopliteal revascularisation

Data collection and contact of primary
care physicians

16 Excluded:

* 14 insufficient data on post-procedural treatment
* 1 hybrid procedure (endovascular+surgical)

+ | previously undetected more proximal stenosis

1231 Divided into treatment groups

|
| !

184 Anticoagulant treatment (ACT) 1047 Antiplatelet treatment (APT)

Comparison of baseline characteristics

= 20 Missing follow-up —{ 118 Missing follow-up

164 Anticoagulant treatment (ACT) 929 Antiplatelet treatment (APT)

Propensity score matching and selection of final sample

164 Anticoagulant treatment (ACT) 382* Antiplatelet treatment (APT)

Analysis of effectiveness and safety outcomes with logistic regression

Figure 1. The studied patient profile, process of exclusion, and analysis. * is the number of matched
patients, not considering the patients’ statistical weights. The effective sample size was 243.1 patients.

The effectiveness outcome was defined as a composite of the following adverse events:
all-cause death, exacerbation of PAD symptoms, and previously unplanned major ampu-
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tation of the treated limb due to vascular causes. The safety outcome was defined as the
occurrence of major bleeding as defined by the International Society on Thrombosis and
Haemostasis (ISTH) [14].

The patients” baseline characteristics were analysed using the SPSS statistical package
(version 25, IBM SPSS Statistics, Armonk, NY, USA). Categorical variables were reported as
frequency and percentage, and continuous variables as mean =+ standard deviation (SD).
Comparisons of the studied groups were performed using Pearson’s x? or Fisher’s exact
tests for categorical variables and independent sample t-tests for continuous variables. All
tests were two-tailed and used a significance level of p < 0.05 for descriptive purposes.

PSM was used to account for confounding factors and create comparable risk groups.
The patients” baseline characteristics were used as covariates to calculate the propensity
scores. Standardised mean differences (SMDs) were calculated for all covariates, with
balance defined as SMD < 0.05. We attempted multiple matching algorithms (nearest neigh-
bour, optimal, full), with the 1:5 nearest neighbour with replacement algorithm yielding
the most adequate balance, meaning the fewest covariates with SMD > 0.05. Matching
with replacement meant every patient in the APT group could be assigned to multiple
patients in the ACT group. Patients in the APT group were thus given statistical weights,
signifying their importance in the final sample. The final sample included all patients in
the ACT group and only their matched counterparts in the APT group, considering their
weights. The relative treatment effect was assessed by fitting a logistic regression model
to the matched sample with the patients’ treatment group, propensity scores, and atrial
fibrillation (not included when calculating propensity scores) as predictors and either effec-
tiveness or safety as the outcome. Confidence intervals were produced with g-computation
by bootstrapping [15]. Two subanalyses were performed, considering the separate com-
ponents of the composite effectiveness outcome (all-cause death and MALEs), as well as
two sensitivity analyses of treatment effects—one using multiple logistic regression (on
an unmatched sample, i.e., without PSM) and another using the same methodology as
the main analysis, assuming the best-case scenario (favourable effectiveness outcomes) for
the 138 patients with missing follow-ups; see Supplementary Materials. PSM and logistic
regression were performed in the R programming language [16,17].

3. Results

In the six-year period between January 2014 and December 2019, successful femoropopliteal
revascularisation was performed in 1247 patients, 1231 of whom were included in our anal-
ysis. Of these patients, 14.9% (184 of 1231) were prescribed ACT. The baseline characteristics
of the ACT and APT groups are shown in Table 1.

The prescribed post-procedural treatment regimen is shown in Table 2. In the ACT
group, the most prescribed anticoagulant was warfarin (134 of 184 patients; 72.8%), fol-
lowed by rivaroxaban (17 of 184 patients; 9.2%), and dabigatran and apixaban (each
prescribed to 13 of 184 patients; 7.1%). Treatment with low-molecular-weight heparin and
acenocoumarol was rare, with only 5 and 2 patients receiving these anticoagulants, respectively.

Not all patients completed follow-ups, meaning the effectiveness and safety outcomes
could not be determined for 138 patients. After excluding them from further analysis,
1093 patients remained, 164 (15%) of which were in the ACT group (Figure 1). Table 3
shows the effectiveness and safety outcomes for both groups before performing PSM.
The unmatched groups were not compared with respect to the effectiveness and safety
outcomes as the groups’ baseline characteristics differed fundamentally, giving little value
to any comparison prior to PSM.

Of the 21 major bleeding events that were noted in the observed period, 5 (23.8%)
occurred at the access site shortly after the procedure, and 10 (47.6%) occurred while the
patients were prescribed multiple antithrombotic agents (either the combination of ACT
and APT or DAPT).

After PSM, the sample size consisted of all 164 patients in the ACT group and 382 pa-
tients in the APT group who matched best with the patients in the ACT group. When
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accounting for their statistical weights, the effective sample size of the APT group was
243.1 patients. The final SMD values for all covariates before and after matching are listed
in Table 4 and shown graphically in Figure 2. Matching yielded adequate balance.

Table 1. Baseline characteristics of the group of patients treated with full-dose anticoagulant therapy
and the group of patients treated with antiplatelet therapy.

Anticoagulant Antiplatelet Group
Group N = 1047 p Value
N =184

Patient Demographics
Age (years) 76.4 +10.5 70.5+10.3 <0.001
Female sex 77 (41.8) 459 (43.8) 0.615
Markers of PAD severity and procedural characteristics
Fontaine classification grade <0.001

2b 76 (41.3) 743 (71.0)

3 25 (13.6) 69 (6.6)

4 83 (45.1) 235 (22.4)
Pre-procedural ABI <0.001

>1.40 26 (14.1) 55 (5.3)

0.91-1.40 15 (8.2) 57 (5.4)

0.40-0.90 86 (46.7) 680 (65.0)

<0.40 32(17.4) 129 (12.3)
TASCII 0.157

A 26 (14.1) 187 (17.9)

B 81 (44.0) 443 (42.3)

C 65 (35.3) 379 (36.2)

D 12 (6.5) 36 (3.4)

not assessed 0(0.0) 2(0.2)
Drug-coated device used * 5(2.7) 35(3.3) 0.659
Prior revascularisation 0.222

of the same segment 36 (19.6) 169 (16.1)

of a different segment 19 (10.3) 151 (14.4)
Prior amputation 0.008

below the ankle 16 (8.7) 56 (5.3)

above the ankle 9 (4.9) 20 (1.9)
Poor run-off (percentage of assessed) t 55/140 (39.3) 256/829 (30.9) 0.049
Cardiovascular risk factors and associated illnesses
Arterial hypertension 170 (92.4) 909 (86.8) 0.034
Dyslipidaemia, treated with statins 128 (69.6) 821 (78.4) 0.008
Diabetes mellitus 94 (51.1) 450 (43.0) 0.041
Atrial fibrillation 145 (78.8) 37 (3.5) <0.001
Ischaemic heart disease 58 (31.5) 229 (21.9) 0.004
Congestive heart failure 73 (39.7) 114 (10.9) <0.001
Prior stroke or TTA 44 (23.9) 120 (11.5) <0.001
Chronic kidney disease 77 (41.8) 267 (25.5) <0.001
Liver disease 3(1.6) 7 (0.7) 0.178
Bleeding diathesis 6 (3.3) 38 (3.6) 0.804
Smoking <0.001

active or abstinence of <1 year 18 (9.8) 353 (33.7)

abstinence of >1 year 58 (31.5) 284 (27.1)
Excessive alcohol intake 9 (4.9) 40 (3.8) 0.493

Data are presented as frequency (N) and percentage (%) for categorical and as mean =+ standard deviation for
continuous variables unless specified otherwise. Due to rounding or missing data, totals may differ from 100%.
Bold values denote statistical significance at the p < 0.05 level. * This category includes the use of drug-eluting
stents and drug-coated balloons. T Run-off could not be assessed in patients where the popliteal segment was
treated; the reported frequencies and p value were calculated based on the number of patients with assessed
run-off. PAD—peripheral arterial disease. ABI—ankle-brachial index. TIA—transient ischaemic attack.
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Table 2. Prescribed treatment regimen for the group of patients treated with full-dose anticoagulant
therapy and the group of patients treated with antiplatelet therapy.

Prescribed Treatment Regimen

Anticoagulant Group Antiplatelet Group
N =184 N =1047
ACT only 93 (50.5) ASA + clopidogrel 575 (54.9)
ACT + ASA 50 (27.2) ASA 439 (41.9)
ACT + clopidogrel 14 (7.6) clopidogrel 23 (2.2)
ACT + ASA + 27 (14.7) other t.reatment 10 (1.0)
clopidogrel regimens

Data are presented as frequency (N) and percentage (%). ACT—anticoagulant treatment. ASA—acetylsalicylic acid.

Table 3. Effectiveness and safety outcomes within the observed one-year period after revascularisa-
tion for the group of patients treated with full-dose anticoagulant therapy and the group of patients
treated with antiplatelet therapy, before propensity score matching.

Unmatched Unmatched
Anticoagulant Group Antiplatelet Group

N =164 N =929

Advers.e events .1ncluded in the 71 (43.3) 228 (24.5)

composite effectiveness outcome

All-cause death 33 (20.1) 75 (8.1)

Exacerbation of PAD on the target limb 27 (16.5) 140 (15.1)
Major amputation of the target limb 11 (6.7) 13 (1.4)
Adverse eYents included in the 6 (3.6) 15 (1.6)

composite safety outcome

Non-fatal major bleeding 5(3.0) 13 (1.4)
Fatal bleeding 1(0.6) 2(0.2)

Data are presented as frequency (N) and percentage (%). PAD—peripheral arterial disease.

Table 4. Results of propensity score matching with the nearest-neighbour 1:5 algorithm with replace-
ment for the group of patients treated with full-dose anticoagulant therapy and the group of patients
treated with antiplatelet therapy.

Unmatched Groups Matched Groups
Anticoagulant Antiplatelet Anticoagu- Antiplatelet
Group Group SMD lant Group Group SMD
N =164 N =929 N =164 N =382
Patient demographics
Age in years 76.5£10.5 70.0 £10.2 0.624 76.5 £10.5 76.0 £9.4 0.049
Female sex 71 (43.3) 402 (43.3) <0.001 71.0 (43.3) 157.9 (41.3) 0.040
Markers of PAD severity and
procedural characteristics
Fontaine classification grade 0.678 0.090
2b 67 (40.9) 675 (72.7) 67.0 (40.9) 140.2 (36.7)
3 22 (13.4) 61 (6.6) 22.0 (13.4) 58.7 (15.4)

4 75 (45.7) 193 (20.8) 75.0 (45.7) 183.1 (47.9)
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Table 4. Cont.
Unmatched Groups Matched Groups
Anticoagulant Antiplatelet Anticoagu- Antiplatelet
Group Group SMD lant Group Group SMD
N =164 N =929 N =164 N =382
TASCII 0.235 0.074
A 20 (12.2) 166 (17.9) 20.0 (12.2) 429 (11.2)
B 72 (43.9) 391 (42.1) 72.0 (43.9) 160.7 (42.1)
C 60 (36.6) 338 (36.4) 60.0 (36.6) 143.9 (37.7)
D 12 (7.3) 32 (3.4) 12.0 (7.3) 345 (9.0)
not assessed 0 (0.0) 2(0.2) 0.0 (0.0) 0.0 (0.0)
Drug-coated device used * 5(3.0) 31 (3.3) 0.016 5.0 (3.0) 15.8 (4.1) 0.059
Prior revascularisation 0.147 0.113
of the same segment 34 (20.7) 155 (16.7) 34.0 (20.7) 97.4 (25.5)
of a different segment 18 (11.0) 140 (15.1) 18.0 (11.0) 40.5 (10.6)
none 112 (68.3) 634 (68.2) 112.0 (68.3) 244.1 (63.9)
Prior amputation 0.229 0.088
above the ankle 7 (4.3) 12 (1.3) 7.0 (4.3) 19.1 (5.0)
below the ankle 14 (8.5) 49 (5.3) 14.0 (8.5) 41.5 (10.9)
none 143 (87.2) 868 (93.4) 143.0 (87.2) 321.4 (84.1)
Run-off 0.220 0.048
good 74 (45.1) 520 (56.0) 74.0 (45.1) 164.0 (42.9)
poor 50 (30.5) 219 (23.6) 50.0 (30.5) 123.9 (32.4)
not assessed 40 (24.4) 190 (20.5) 40.0 (24.4) 94.1 (24.6)
Cardiovascular risk factors and
associated illnesses
Arterial hypertension 151 (92.1) 805 (86.7) 0.177 151.0 (92.1) 352.7 (92.3) 0.009
Dyslipidaemia, treated with statins 110 (67.1) 737 (79.3) 0.279 110.0 (67.1) 266.5 (69.8) 0.058
Diabetes mellitus 83 (50.6) 394 (42.4) 0.165 83.0 (50.6) 202.2 (52.9) 0.046
Ischaemic heart disease 48 (29.3) 205 (22.1) 0.165 48.0 (29.3) 122.1 (32.0) 0.058
Congestive heart failure 65 (39.6) 95 (10.2) 0.723 65.0 (39.6) 138.8 (36.3) 0.068
Prior stroke or TIA 40 (24.4) 104 (11.2) 0.350 40.0 (24.4) 86.2 (22.6) 0.043
Chronic kidney disease 71 (43.3) 234 (25.2) 0.389 71.0 (43.3) 171.0 (44.8) 0.029
Liver disease 3(1.8) 6 (0.6) 0.107 3.0(1.8) 5.6 (1.5) 0.029
Bleeding diathesis 6 (3.7) 34 (3.7) <0.001 6.0 (3.7) 11.6 (3.0) 0.034
Smoking 0.659 0.050
active or abstinence <1 year 16 (9.8) 329 (35.4) 16.0 (9.8) 35.4 (9.3)
abstinence >1 year 52 (31.7) 253 (27.2) 52.0 (31.7) 130 (34.0)
non-smoker 96 (58.5) 347 (37.4) 96.0 (58.5) 216.6 (56.7)
Excessive alcohol intake 8 (4.9) 35 (3.8) 0.055 8.0 (4.9) 20.0 (5.2) 0.017

Data are presented as frequency (N) and percentage (%) for categorical and as mean =+ standard deviation for
continuous variables. Due to replacement being enabled, frequencies after matching are shown with decimals,
as statistical weights were considered. Totals may differ from 100% due to rounding. * This category includes
the use of drug-eluting stents and drug-coated balloons. SMD—standardised mean difference. PAD—peripheral

arterial disease. TIA—transient ischaemic attack.

After matching, we found no statistically significant difference in the effectiveness

or safety of either treatment regimen. The odds ratio (OR) for the adverse effectiveness
outcome in ACT versus APT was 1.21 (95% CI 0.53-2.21; p = 0.484). In the subanalysis, the
OR for all-cause death was 0.56 (95% CI 0.24-1.29; p = 0.176), and the OR for MALEs was
1.61 (95% CI1 0.77-3.37; p = 0.204).

cally non-significant effects (see Supplementary Materials).

The OR for major bleeding with ACT versus APT was 0.77 (95% CI 0.13-3.84; p = 0.251).
The results of the sensitivity analyses concur with the reported findings, i.e., statisti-
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Congestive heart failure .

Fontaine classification grade .
Smoking 4
Age

Chronic kidney disease °
Prior stroke or TIA 4 o
Dyslipidaemia 4 °
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Prior amputation 4 .
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Arterial hypertension 4 °
Ischaemic heart disease - °
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Liver disease °
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Drug-coated device used 4 .
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Bleeding diathesis 4 .

0.0 0.2 0.4 0.6
Standardized Mean Difference

Method Unmatched ® Nearest neighbour 1:5

Figure 2. Graphic presentation of the dispersion of standardised mean difference (SMD) values
for the group of patients treated with full-dose anticoagulant therapy and the group of patients
treated with antiplatelet therapy, before and after matching with the nearest-neighbour 1:5 algorithm
with replacement.

4. Discussion

While the long-term patency after endovascular revascularisation of the iliac arteries
is more than 70% [18], the 5-year reocclusion rates of the femoropopliteal segment exceed
50% [8]. One of the main challenges of PAD treatment therefore lies in improving the
long-term outcomes after femoropopliteal endovascular revascularisation, either through
advances in the procedural techniques or by adjusting the peri-procedurally prescribed
medication. Bare-metal stent placement, which is effective in the iliac segment, does not
adequately increase the long-term femoropopliteal patency rates [19]. Drug-eluting devices
seem to offer an effective alternative [8]; however, their use is associated with consider-
able expense and, according to some studies, with increased late all-cause death [20] and
limb amputations [21]. As for the medication regime, the optimisation of post-procedural
antithrombotic therapy could be one of the ways to improve procedural outcomes, since
the revascularisation procedure itself poses an elevated risk of atherothrombotic events
by damaging the vessel’s wall, stimulating platelet adhesion, and causing local inflam-
mation [1,6,11,22-25]. Unfortunately, high-level evidence on the optimal antithrombotic
treatment in PAD patients after revascularisation remains scarce, and guidelines are ex-
trapolated from the field of percutaneous coronary interventions to a large degree. At
present, the most promising regimen appears to be a combination of low-dose ACT and
APT [26]. Nevertheless, some patients will continue to require full-dose ACT due to their
comorbidities. Understanding its effectiveness and safety compared to the more commonly
prescribed APT will thus continue to be of importance.

Atrial fibrillation is one of the most common indications for anticoagulant use [27];
therefore, its presence in almost 80% of our patients in the ACT group was not surprising.
Patients with atrial fibrillation are usually older, have more generalised atherosclerosis and
more associated illnesses, making their outcomes less favourable [28]. Furthermore, atrial
fibrillation is a strong predictor of MACEs and all-cause death in patients with symptomatic
PAD [29]. These facts are in line with our findings. Compared to patients in the APT group,
patients in the ACT group were almost 6 years older and had a higher prevalence of almost
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all observed cardiovascular risk factors, including arterial hypertension, diabetes mellitus,
chronic kidney disease, and ischaemic heart or cerebrovascular disease. Furthermore,
these patients had more advanced PAD, with chronic critical limb ischaemia and prior
amputations being about twice as common in the ACT group compared to the APT group.
In the ACT group, pre-procedural values of ABI > 1.4, indicating medial arterial calcification,
were measured in 14% of patients, compared to only 5% in the APT group. This could
be explained by the higher prevalence of diabetes and chronic kidney disease in the ACT
group, which are both risk factors for the development of medial arterial calcification [2,6].
Interestingly, there was no difference in the complexity of the lesions as defined by the
TASC 1I classification.

To compare the outcomes of our two groups of patients, we used PSM. This method is
being increasingly used in observational studies, as it allows for the inclusion of a wide
range of covariates and thus enables the comparison of groups of patients with radically
different characteristics. To calculate propensity scores, we used various markers of PAD
severity, cardiovascular risk factors, and other patient-specific covariates. As patients in the
APT group were matched to patients in the ACT group, the final sample had characteristics
which were similar to those of the ACT group, namely older patients, those with more
advanced PAD, and those with more comorbidities. Notably, atrial fibrillation was not
included as a covariate as it predicted the patients” group with near certainty.

Among the propensity-matched groups, we found no statistically significant difference
in the cumulative incidence of all-cause death, PAD exacerbation, or previously unplanned
major amputation due to vascular causes. However, the calculated confidence interval was
wide, indicating the need for further, possibly prospective, research. This is especially true
when considering the fact that antithrombotic treatment after revascularisation is only one
of a multitude of factors which affects a revascularisation procedure’s outcomes.

Recent studies show that the addition of low-dose rivaroxaban to acetylsalicylic acid
reduces the incidence of MACEs and MALEs compared to acetylsalicylic acid alone, both in
stable PAD [5] and after revascularisation [26]. However, similar to our findings, research
examining full-dose ACT after percutaneous infra-inguinal revascularisation has failed to
show a statistically significant difference between patients who received ACT and APT,
meaning that the addition of full-dose ACT did not correlate with improved arterial pa-
tency [30,31]. Importantly, most comparable studies examining the effects of antithrombotic
treatment after revascularisation consider specific antithrombotic agents, while our patients
were divided into the ACT or APT group based only on the general type of antithrombotic
treatment. For patients who require full-dose ACT due to comorbidity and have a low
bleeding risk, current treatment guidelines recommend the use of dual-antithrombotic
therapy with an anticoagulant drug in combination with either acetylsalicylic acid or clopi-
dogrel for as limited a duration as possible (1 month), depending on the clinical indication
and bleeding risk [11]. According to clinical guidelines, about half of our patients in the
ACT group therefore temporarily received APT, which may have influenced the outcome
to some extent.

Major bleeding occurred in 3.6% of our patients in the unmatched ACT group and
was fatal for 0.6%. These results are within the reported ranges, as about 2-5% of patients
undergoing ACT are expected to experience major bleeding each year [32], while fatal
bleeding is expected in up to 0.5% of patients [33]. By contrast, the incidence of major
bleeding in our unmatched APT group was 1.6%, with 0.2% fatal bleedings. The annual
risk of major bleeding with single-antiplatelet therapy is 1-1.5% [34], but more than half of
the patients in our APT group received DAPT in the first months after revascularisation. As
DAPT has been shown to increase bleeding risk 2- to 3-fold [35], this makes for a possible
explanation for the higher-than-expected incidence of major bleeding. It is important to
note that, excluding bleeding events which were a direct result of the procedures, almost
half of the recorded major bleeding events occurred within the first three months after
revascularisation. This was the period when most patients were prescribed more than
one antithrombotic agent—either ACT with APT or DAPT. After multivariate regression
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analysis of the propensity-matched groups, we found no statistically significant difference
in the occurrence of the safety outcome, i.e., major bleeding as defined by the ISTH;
however, the confidence interval was wide. Prior studies indicate a higher risk of bleeding
complications in ACT compared to APT alone [30]. The lack of difference between our
balanced study groups can partially be explained by the expectedly low number of major
bleeding events. Furthermore, the probability of major bleeding depends not only on the
type of antithrombotic drug used, but also on the patients’ risk for bleeding. After matching
the younger and healthier APT group to the older and more morbid ACT group, both
groups had a considerable bleeding risk.

An important limitation of our study was its retrospective nature, which did not
enable us to consider factors such as poor adherence to prescribed treatment or changes
in antithrombotic therapy. For some patients, neither composite outcome could be as-
sessed. As it was unclear if these patients had completed follow-ups due to favourable
clinical outcomes or other causes, such as being treated at a different institution, they
were excluded before PSM. Follow-up information (in the form of a clinical examination,
repeated intervention, amputation, death) was, however, available for almost 90% of our
patients, making selection bias unlikely [36]. Despite this, the final effective sample size
after PSM was relatively small, especially considering the safety outcome, since major
haemorrhages were a rare event. Minor haemorrhages have a potentially significant effect
on a patient’s quality of life; however, we were unable to assess their frequency as, by
definition, they do not always require medical treatment [14,37]. Hence, minor bleeding
was not routinely recorded in the patients” documentation and was therefore excluded from
analysis to prevent bias. In addition to the abovementioned points, when drafting potential
future (prospective) research, the use of modern imaging techniques such as CT perfusion
imaging of the lower limb should be considered to assess treatment outcomes. In our study,
outcomes were only assessed clinically, while recent research shows non-invasive imaging
to be a viable alternative [38].

5. Conclusions

Among PAD patients requiring percutaneous femoropopliteal revascularisation, those
treated with full-dose ACT were significantly older, had more advanced PAD, and ex-
pressed a higher prevalence of most cardiovascular risk factors. After matching the ACT
and APT groups, we found no statistically significant difference in either group’s composite
effectiveness outcome of all-cause death, exacerbation of PAD symptoms, or previously
unplanned major amputation of the treated limb due to vascular causes. Furthermore,
we found no statistically significant difference in the safety outcome, defined as a major
bleeding event. However, the width of our results’ confidence intervals prevents us from
drawing definitive conclusions on the equivalence of both treatment regimes in terms of
their effectiveness and safety. As full-dose ACT will continue to be used in PAD patients
with some comorbidities who need a revascularisation procedure, additional research is
warranted to clarify the effectiveness and safety of ACT in the post-procedural period. This
is of special relevance, considering that the recommended short-term addition of APT to
ACT further elevates the risk of bleeding in this already frail group of patients.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/
10.3390/jcdd9070207/s1. Table S1: results of propensity score matching of all studied patients with
the nearest-neighbour 1:5 algorithm with replacement for the group of patients treated with full-
dose anticoagulant therapy and the group of patients treated with antiplatelet therapy; Figure S1:
graphic presentation of the dispersion of SMD values for the group of patients treated with full-dose
anticoagulant therapy and the group of patients treated with antiplatelet therapy, before and after
matching with the nearest-neighbour 1:5 algorithm with replacement when considering all patients.


https://www.mdpi.com/article/10.3390/jcdd9070207/s1
https://www.mdpi.com/article/10.3390/jcdd9070207/s1

J. Cardiovasc. Dev. Dis. 2022, 9, 207 11 of 13

Author Contributions: Conceptualisation, A.B. (Ale$ Blinc), K.P. (Kevin Pelicon), K.P. (Klemen
Petek), A.B. (Anja Boc), V.B., N.K. and T.V.C.; methodology, A.B. (Ales Blinc), K.P. (Kevin Pelicon),
K.P. (Klemen Petek), A.B. (Anja Boc), V.B., N.K. and T.V.C.; validation, A.B. (Ale$ Blinc) and A.B.
(Anja Boc); investigation, K.P. (Kevin Pelicon), K.P. (Klemen Petek), A.B. (Anja Boc) and V.B.; formal
analysis, N.K. and K.P. (Kevin Pelicon); data curation, K.P. (Kevin Pelicon), K.P. (Klemen Petek), A.B.
(Anja Boc) and V.B.; writing—original draft preparation, K.P. (Kevin Pelicon), K.P. (Klemen Petek);
resources, K.P. (Kevin Pelicon), K.P. (Klemen Petek), A.B. (Anja Boc) and V.B.; writing—review and
editing, A.B. (Ales Blinc), A.B. (Anja Boc), V.B., N.K. and T.V.C,; visualisation, K.P. (Kevin Pelicon),
N.K; supervision, A.B. (Ale$ Blinc) and T.V.C.; project administration, A.B. (Ales Blinc), A.B. (Anja
Boc) and K.P. (Klemen Petek); funding acquisition, A.B. (Ale$ Blinc). All authors have read and
agreed to the published version of the manuscript.

Funding: This study was funded by the Slovenian Research Agency Programmes P3-0308 and
P3-0154, and by the tertiary research and development project of the UMC Ljubljana No. 20210061.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki and approved by the National Medical Ethics Committee (0120-623/2019/4;
10 February 2020).

Informed Consent Statement: Patient consent was waived due to the retrospective nature of the
study, which did not affect the treatment of patients, in accordance with the National Medical Ethics
Committee approval.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author. The data are not publicly available due to privacy restrictions.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

11.

12.

Frank, U.; Nikol, S.; Belch, J.; Boc, V.; Brodmann, M.; Carpentier, PH.; Chraim, A.; Canning, C.; Dimakakos, E.; Gottséter, A.; et al.
ESVM Guideline on Peripheral Arterial Disease. Vasa 2019, 48, 1-12. [CrossRef] [PubMed]

Norgren, L.; Hiatt, WR.; Dormandy, J.A.; Nehler, M.R.; Harris, K.A.; Fowkes, EG.R. Inter-Society Consensus for the Management
of Peripheral Arterial Disease (TASC II). |. Vasc. Surg. 2007, 45, S5-S67. [CrossRef] [PubMed]

Criqui, M.H.; Langer, R.D.; Fronek, A.; Feigelson, H.S.; Klauber, M.R.; McCann, T.J.; Browner, D. Mortality over a Period of 10
Years in Patients with Peripheral Arterial Disease. N. Engl. J. Med. 1992, 326, 381-386. [CrossRef] [PubMed]

Vrsalovi¢, M.; Aboyans, V. Antithrombotic Therapy in Lower Extremity Artery Disease. Curr. Vasc. Pharmacol. 2020, 18, 215-222.
[CrossRef] [PubMed]

Anand, S.S.; Bosch, J.; Eikelboom, J.W.; Connolly, S.J.; Diaz, R.; Widimsky, P.; Aboyans, V.; Alings, M.; Kakkar, A.K; Keltai, K.; et al.
Rivaroxaban with or without Aspirin in Patients with Stable Peripheral or Carotid Artery Disease: An International, Randomised,
Double-Blind, Placebo-Controlled Trial. Lancet 2018, 391, 219-229. [CrossRef]

Hess, C.N.; Wang, T.Y.; Weleski Fu, J.; Gundrum, J.; LaPointe, N.M.A.; Rogers, R K.; Hiatt, W.R. Long-Term Outcomes and
Associations with Major Adverse Limb Events after Peripheral Artery Revascularization. J. Am. Coll. Cardiol. 2020, 75,
498-508. [CrossRef]

Bauersachs, R.M.; Szarek, M.; Brodmann, M.; Gudz, I; Debus, E.S.; Nehler, M.R.; Anand, S.S.; Patel, M.R.; Hess, C.N.; Capell,
W.H.; et al. Total Ischemic Event Reduction With Rivaroxaban After Peripheral Arterial Revascularization in the VOYAGER PAD
Trial. J. Am. Coll. Cardiol. 2021, 78, 317-326. [CrossRef]

Dake, M.D.; Ansel, GM.; Jaff, M.R.; Ohki, T.; Saxon, R.R.; Smouse, H.B.; Machan, L.S.; Snyder, S.A.; O’Leary, E.E,;
Ragheb, A.O; et al. Durable Clinical Effectiveness with Paclitaxel-Eluting Stents in the Femoropopliteal Artery: 5-Year Results of
the Zilver PTX Randomized Trial. Circulation 2016, 133, 1472-1483. [CrossRef]

Hunink, M.G.M.; Wong, ].B.; Donaldson, M.C.; Meyerovitz, M.F,; Harrington, D.P. Patency Results of Percutaneous and Surgical
Revascularization for Femoropopliteal Arterial Disease. Med. Decis. Making. 1994, 14, 71-81. [CrossRef]

Pelicon, K.; Petek, K.; Boc, A.; Boc, V.; Kejzar, N.; Vizintin Cuderman, T.; Blinc, A. Effectiveness and Safety of Anticoagulant
versus Antiplatelet Therapy in Patients after Endovascular Revascularisation of the Lower Limb. Zdrav. Vestn. 2022. advance
online publication. [CrossRef]

Aboyans, V.; Ricco, ].B.; Bartelink, M.L.E.L.; Bjorck, M.; Brodmann, M.; Cohnert, T.; Collet, ].P.; Czerny, M.; de Carlo, M.;
Debus, S.; et al. 2017 ESC Guidelines on the Diagnosis and Treatment of Peripheral Arterial Diseases, in Collaboration with the
European Society for Vascular Surgery (ESVS): Document covering atherosclerotic disease of extracranial carotid and vertebral,
mesenteric, renal, upper and lower extremity arteries. Endorsed by: The European Stroke Organization (ESO). Eur. Heart ]. 2018,
39, 763-816. [CrossRef] [PubMed]

Fontaine, R.; Kim, M.; Kieny, R. Die chirurgische Behandlung der peripheren Durchblutungsstorungen. Helv. Chir. Acta. 1954, 21,
499-533. [PubMed]


http://doi.org/10.1024/0301-1526/a000834
http://www.ncbi.nlm.nih.gov/pubmed/31789115
http://doi.org/10.1016/j.jvs.2006.12.037
http://www.ncbi.nlm.nih.gov/pubmed/17223489
http://doi.org/10.1056/NEJM199202063260605
http://www.ncbi.nlm.nih.gov/pubmed/1729621
http://doi.org/10.2174/1570161117666190206230516
http://www.ncbi.nlm.nih.gov/pubmed/30727898
http://doi.org/10.1016/S0140-6736(17)32409-1
http://doi.org/10.1016/j.jacc.2019.11.050
http://doi.org/10.1016/j.jacc.2021.05.003
http://doi.org/10.1161/CIRCULATIONAHA.115.016900
http://doi.org/10.1177/0272989X9401400109
http://doi.org/10.6016/ZdravVestn.3339
http://doi.org/10.1093/eurheartj/ehx095
http://www.ncbi.nlm.nih.gov/pubmed/28886620
http://www.ncbi.nlm.nih.gov/pubmed/14366554

J. Cardiovasc. Dev. Dis. 2022, 9, 207 12 of 13

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Rutherford, R.B.; Baker, ].D.; Ernst, C.; Johnston, KW.; Porter, ] M.; Ahn, S.; Jones, D.N. Recommended Standards for Reports
Dealing with Lower Extremity Ischemia: Revised Version. J. Vasc. Surg. 1997, 26, 517-538. [CrossRef]

Schulman, S.; Angeras, U.; Bergqvist, D.; Eriksson, B.; Lassen, M.R.; Fisher, W. Definition of Major Bleeding in Clinical Investiga-
tions of Antihemostatic Medicinal Products in Surgical Patients. J. Thromb. Haemost. 2010, 8, 202—-204. [CrossRef] [PubMed]
Snowden, ].M.; Rose, S.; Mortimer, K.M. Implementation of G-Computation on a Simulated Data Set: Demonstration of a Causal
Inference Technique. Am. J. Epidemiol. 2011, 173, 731-738. [CrossRef]

R Core Team. R: A Language and Environment for Statistical Computing; R Foundation for Statistical Computing: Vienna, Austria,
2019; Available online: https:/ /www.R-project.org (accessed on 23 May 2022).

Ho, D.E,; Imai, K; King, G.; Stuart, E.A. Matchlt: Nonparametric Preprocessing for Parametric Causal Inference. J. Stat. Softw.
2011, 42, 1-28. [CrossRef]

Indes, ].E.; Pfaff, M.].; Farrokhyar, F.; Brown, H.; Hashim, P.; Cheung, K.; Sosa, ].A. Clinical Outcomes of 5358 Patients Undergoing
Direct Open Bypass or Endovascular Treatment for Aortoiliac Occlusive Disease: A Systematic Review and Meta-Analysis.
J. Endovasc. Ther. 2013, 20, 443-455. [CrossRef]

Krankenberg, H.; Schliiter, M.; Steinkamp, H.J.; Biirgelin, K.; Scheinert, D.; Schulte, K.L.; Minar, E.; Peeters, P.; Bosiers, M.; Tepe,
G.; et al. Nitinol Stent Implantation versus Percutaneous Transluminal Angioplasty in Superficial Femoral Artery Lesions up to
10 Cm in Length: The Femoral Artery Stenting Trial (FAST). Circulation 2007, 116, 285-292. [CrossRef]

Katsanos, K.; Spiliopoulos, S.; Kitrou, P; Krokidis, M.; Karnabatidis, D. Risk of Death Following Application of Paclitaxel-Coated
Balloons and Stents in the Femoropopliteal Artery of the Leg: A Systematic Review and Meta-Analysis of Randomized Controlled
Trials. J. Am. Heart Assoc. 2018, 7, e011245. [CrossRef]

Katsanos, K.; Spiliopoulos, S.; Teichgraber, U.; Kitrou, P.; del Giudice, C.; Bjorkman, P; Bisdas, T.; de Boer, S.; Krokidis, M.;
Karnabatidis, D. Editor’s Choice—Risk of Major Amputation Following Application of Paclitaxel Coated Balloons in the Lower
Limb Arteries: A Systematic Review and Meta-Analysis of Randomised Controlled Trials. J. Vas. Surg. 2022, 63, 60-71. [CrossRef]
Hess, C.N.; Norgren, L.; Ansel, GM.; Capell, W.H.; Fletcher, ].P.; Fowkes, FEG.R.; Gottsdter, A.; Hitos, K.; Jaff, M.R,;
Nordanstig, J.; et al. A Structured Review of Antithrombotic Therapy in Peripheral Artery Disease with a Focus on Revascular-
ization: A TASC (InterSociety Consensus for the Management of Peripheral Artery Disease) Initiative. Circulation 2017, 135,
2534-2555. [CrossRef] [PubMed]

Baumgartner, I.; Norgren, L.; Fowkes, FEG.R.; Mulder, H.; Patel, M.R.; Berger, ].S.; Jones, W.S.; Rockhold, FW.; Katona, B.G.;
Mahaffey, K.; et al. Cardiovascular Outcomes After Lower Extremity Endovascular or Surgical Revascularization: The EUCLID
Trial. J. Am. Coll. Cardiol. 2018, 72, 1563-1572. [CrossRef] [PubMed]

Schillinger, M.; Exner, M.; Mlekusch, W.; Haumer, M.; Ahmadi, R.; Rumpold, H.; Wagner, O.; Minar, E. Balloon Angioplasty and
Stent Implantation Induce a Vascular Inflammatory Reaction. J. Endovasc. Ther. 2002, 9, 59-66. [CrossRef] [PubMed]
Cornelissen, A.; Vogt, FJ. The Effects of Stenting on Coronary Endothelium from a Molecular Biological View: Time for
Improvement? J. Cell. Mol. Med. 2019, 23, 39-46. [CrossRef] [PubMed]

Bonaca, M.P;; Bauersachs, RM.; Anand, S.S.; Debus, E.S.; Nehler, M.R,; Patel, M.R.; Fanelli, F; Capell, WH.; Diao,
L.; Jaeger, N.; etal. Rivaroxaban in Peripheral Artery Disease after Revascularization. N. Engl. ] Med. 2020, 382,
1994-2004. [CrossRef]

Antonucci, E.; Poli, D.; Tosetto, A.; Pengo, V.; Tripodi, A.; Magrini, N.; Marongiu, F.; Palareti, G. The Italian START-Register on
Anticoagulation with Focus on Atrial Fibrillation. PLoS ONE 2015, 10, e0124719. [CrossRef]

Go, A.S.; Hylek, EM,; Phillips, K.A; Chang, Y.; Henault, L.E.; Selby, ].V.; Singer, D.E. Prevalence of Diagnosed Atrial Fibrillation
in Adults National Implications for Rhythm Management and Stroke Prevention: The AnTicoagulation and Risk Factors In Atrial
Fibrillation (ATRIA) Study. J. Am. Med. Assoc. 2001, 285, 2370-2375. [CrossRef]

Vrsalovi¢, M.; Presecki, A.V. Atrial Fibrillation and Risk of Cardiovascular Events and Mortality in Patients with Symptomatic
Peripheral Artery Disease: A Meta-Analysis of Prospective Studies. Clin. Cardiol. 2017, 40, 1231-1235. [CrossRef]

Dagher, N.N.; Modrall, ].G. Pharmacotherapy Before and After Revascularization: Anticoagulation, Antiplatelet Agents, and
Statins. Semin. Vasc. Surg. 2007, 20, 10-14. [CrossRef]

Moll, F.; Baumgartner, I; Jaff, M.; Nwachuku, C.; Tangelder, M.; Ansel, G.; Adams, G.; Zeller, T.; Rundback, J.; Grosso, M.; et al.
Edoxaban Plus Aspirin vs Dual Antiplatelet Therapy in Endovascular Treatment of Patients With Peripheral Artery Disease:
Results of the EPAD Trial. . Endovasc. Ther. 2018, 25, 158-168. [CrossRef]

Ruff, C.T,; Giugliano, R.P,; Braunwald, E.; Hoffman, E.B.; Deenadayalu, N.; Ezekowitz, M.D.; Camm, A.].; Weitz, ].I.; Lewis, B.S.;
Parkhomenko, A.; et al. Comparison of the Efficacy and Safety of New Oral Anticoagulants with Warfarin in Patients with Atrial
Fibrillation: A Meta-Analysis of Randomised Trials. Lancet 2014, 383, 955-962. [CrossRef]

Chai-Adisaksopha, C.; Crowther, M.; Isayama, T.; Lim, W. The Impact of Bleeding Complications in Patients Receiving Target-
Specific Oral Anticoagulants: A Systematic Review and Meta-Analysis. Blood 2014, 124, 2450-2458. [CrossRef] [PubMed]

Li, L.; Geraghty, O.C.; Mehta, Z.; Rothwell, PM. Age-Specific Risks, Severity, Time Course, and Outcome of Bleeding on
Long-Term Antiplatelet Treatment after Vascular Events: A Population-Based Cohort Study. Lancet 2017, 390, 490-499. [CrossRef]
Savarese, G.; Savonitto, S.; Lund, L.H.; Paolillo, S.; Marciano, C.; Dellegrottaglie, S.; Parente, A.; Trimarco, B.; Luscher, T.E;
Perrone-Filardi, P. Efficacy and Safety of Prolonged Dual Antiplatelet Therapy: A Meta-Analysis of 15 Randomized Trials
Enrolling 85 265 Patients. Eur. Heart |. Cardiovasc. Pharmacother. 2016, 2, 218-228. [CrossRef]


http://doi.org/10.1016/S0741-5214(97)70045-4
http://doi.org/10.1111/j.1538-7836.2009.03678.x
http://www.ncbi.nlm.nih.gov/pubmed/19878532
http://doi.org/10.1093/aje/kwq472
https://www.R-project.org
http://doi.org/10.18637/jss.v042.i08
http://doi.org/10.1583/13-4242.1
http://doi.org/10.1161/CIRCULATIONAHA.107.689141
http://doi.org/10.1161/JAHA.118.011245
http://doi.org/10.1016/j.ejvs.2021.05.027
http://doi.org/10.1161/CIRCULATIONAHA.117.024469
http://www.ncbi.nlm.nih.gov/pubmed/28630267
http://doi.org/10.1016/j.jacc.2018.07.046
http://www.ncbi.nlm.nih.gov/pubmed/30261955
http://doi.org/10.1177/152660280200900111
http://www.ncbi.nlm.nih.gov/pubmed/11958327
http://doi.org/10.1111/jcmm.13936
http://www.ncbi.nlm.nih.gov/pubmed/30353645
http://doi.org/10.1056/NEJMoa2000052
http://doi.org/10.1371/journal.pone.0124719
http://doi.org/10.1001/jama.285.18.2370
http://doi.org/10.1002/clc.22813
http://doi.org/10.1053/j.semvascsurg.2007.02.006
http://doi.org/10.1177/1526602818760488
http://doi.org/10.1016/S0140-6736(13)62343-0
http://doi.org/10.1182/blood-2014-07-590323
http://www.ncbi.nlm.nih.gov/pubmed/25150296
http://doi.org/10.1016/S0140-6736(17)30770-5
http://doi.org/10.1093/ehjcvp/pvw011

J. Cardiovasc. Dev. Dis. 2022, 9, 207 13 of 13

36. Kristman, V.; Manno, M.; C6té, P. Loss to Follow-Up in Cohort Studies: How Much Is Too Much? Eur. J. Epidemiol. 2003, 19,
751-760. [CrossRef]

37. Doble, B,; Pufulete, M.; Harris, ].M.; Johnson, T.; Lasserson, D.; Reeves, B.C.; Wordsworth, S. Health-Related Quality of Life
Impact of Minor and Major Bleeding Events during Dual Antiplatelet Therapy: A Systematic Literature Review and Patient
Preference Elicitation Study. Health Qual. Life Outcomes 2018, 16, 1-15. [CrossRef]

38. Veit-Haibach, P.; Huellner, M.W.,; Banyai, M.; Mafeld, S.; Heverhagen, J.; Strobel, K.; Sah, B.-R. CT Perfusion in Peripheral Arterial
Disease—Hemodynamic Differences before and after Revascularisation. Eur. Radiol. 2021, 31, 5507-5513. [CrossRef]


http://doi.org/10.1023/B:EJEP.0000036568.02655.f8
http://doi.org/10.1186/s12955-018-1019-3
http://doi.org/10.1007/s00330-021-07692-5

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

