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Abstract

Background: For patients with suspected pulmonary embolism (PE), age- or clinically-adjusted D-dimer threshold
level can be used to define a negative test that safely excludes PE and reduces the use of imaging. However, the
utility of this approach in patients hospitalized for chronic obstructive pulmonary disease (COPD) exacerbation is
undefined.

Methods: We ran an analysis of the patients hospitalized for COPD exacerbation and randomized to the
intervention in the SLICE trial. Using the conventional strategy as the reference, we compared the proportion of
patients with a negative D-dimer result, and the negative predictive value and sensitivity of three D-dimer threshold
strategies for initial PE or subsequent diagnosis of venous thromboembolism (VTE): the age-adjusted strategy, the
Wells-adjusted strategy, and the YEARS-adjusted strategy.

Results: We included 368 patients. Using a conventional threshold, 182 (49.5%) patients had negative D-dimer
values, of whom 1 (0.6%) had PE (sensitivity, 94.1%). The use of an age-adjusted threshold increased the number of
patients in whom PE could be excluded from 182 to 233 patients (63.3%), and the proportion of false-negative
findings increased from 0.5% to 1.7% (sensitivity, 76.5%). With the use of the Wells or YEARS strategies, 64.4% and
71.5% had negative values, and the proportion of false-negative findings was 2.5% (sensitivity, 64.7%) and 2.7%
(sensitivity, 58.8%), respectively.

Conclusions: In patients hospitalized for COPD exacerbation, compared with the conventional strategy, age- or
clinically-adjusted strategies of D-dimer interpretation were associated with a larger proportion of patients in whom
PE was ruled out with a higher failure rate.

Trial Registration: ClinicalTrials.gov number: NCT02238639.
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Introduction
D-dimer is the initial diagnostic test for patients with sus-
pected acute symptomatic pulmonary embolism (PE) [1, 2].
In patients with low or intermediate clinical pretest prob-
ability, a normal D-dimer test result safely excludes acute PE
without the need for imaging testing [3]. In order to increase
the clinical usefulness of D-dimer testing (i.e., to reduce the
need for computed tomography pulmonary angiography
[CTPA]) without missing relevant PE, several strategies for
revising the conventional fixed D-dimer threshold have been
proposed. These strategies include age-adjusted D-dimer in-
terpretation and clinical probability-adjusted interpretation
of D-dimer.
Studies have shown that these strategies can be effective

and safe in the exclusion of PE and in the reduction of the
risk of false positives when compared to the conventional
D-Dimer cutoff strategy. The age-adjusted strategy for D-
dimer interpretation uses a progressively higher D-dimer
threshold to categorize results as positive in patients over
50 years of age (i.e., use of age multiplied by 10) [4]. A sec-
ond strategy consists of ruling out PE in patients with a
low clinical pretest probability (according to the Wells
score) and a D-dimer level of less than 1000 ng/mL, and
in those with a moderate clinical pretest probability and a
D-dimer level of less than 500 ng/mL [5]. Finally, the
YEARS diagnostic algorithm uses twice the D-dimer
threshold (i.e., 1000 ng/mL) to exclude PE in patients with
no YEARS criteria (clinical signs of deep vein thrombosis
[DVT], hemoptysis, and PE as the most likely diagnosis),
and a threshold of 500 ng/mL in patients with one or
more criteria [6].
Though PE has been reported to be prevalent in patients

with exacerbation of chronic obstructive pulmonary dis-
ease (COPD) [7–10], the Significance of Pulmonary Em-
bolism in COPD Exacerbations (SLICE) showed that an
active strategy for the diagnosis of PE (D-dimer testing
and, if positive, CTPA) did not result in a lower percent-
age of patients experiencing the composite outcome of
venous thromboembolism (VTE), readmission for COPD,
or death within 90 days after randomization [11]. In daily
practice, however, D-dimer testing is frequently ordered
for the initial assessment of the patients presenting with
chest symptoms (including those with COPD exacerba-
tions). Such testing is, in many cases, unnecessary.
The objective of this study was to assess the clinical

usefulness and diagnostic accuracy of the age-adjusted
and clinical probability-adjusted strategies of D-dimer
interpretation, compared with the conventional fixed
threshold, in a large group of patients hospitalized for
exacerbations of COPD.

Methods
We performed post hoc analyses of the recently com-
pleted SLICE trial. SLICE was a multicenter, open-label,

randomized, clinical trial aimed at evaluating whether an
active search for PE might improve clinical outcomes in
patients with exacerbations of COPD who required hos-
pital admission. The rationale, design and main results
of the SLICE study were described previously [11, 12].
The trial was conducted in 18 academic hospitals across
Spain. The institutional review board at each of the par-
ticipating sites approved the protocol, and each patient
provided written informed consent.
Briefly, consecutive patients with exacerbations of

COPD who required hospital admission and had no ini-
tial clinical suspicion of PE were randomized to either
the usual care plus an active search for PE (intervention
group) or usual care alone (control group). Patients in
the intervention group were investigated with a sequen-
tial diagnostic strategy based on D-dimer testing and
CTPA. We used the Fibrinogen Equivalent Unit (FEU)
to report D-dimer levels based on the molecular weight
of fibrinogen. For patients with a negative conventional
D-dimer (defined by the department of clinical chemis-
try at each participating site [Table 4 in the Appendix]),
a diagnosis of PE was deemed as ruled out by the treat-
ing clinicians. For patients with a positive D-dimer ac-
cording to the conventional criteria, a CTPA was
performed. CTPA results were categorized as positive
for PE if an intraluminal filling defect was seen in sub-
segmental or more proximal branches, and were consid-
ered negative if no filling defect was observed. For the
present analysis, only patients who were randomized to
the intervention were included.

D-dimer interpretation strategy definitions
Age-adjusted strategy
D-dimer results were categorized as negative if the D-
dimer level was less than the conventional threshold used
at each participating site in patients 50 years or younger
or, in patients older than 50 years, if it was less than the
patient’s age multiplied by 10 (e.g., less than 650 ng/mL if
65 years; less than 800 ng/mL if 80 years) [4].

Clinical probability-adjusted strategy
According to the seven-item Wells clinical prediction
rule [5], D-dimer results were categorized as negative if
the D-dimer level was less than 1000 ng/mL in patients
with low clinical pretest probability and less than 500
ng/mL for patients with moderate clinical pretest
probability.
The YEARS diagnostic algorithm consists of clinical

signs of DVT, hemoptysis, and PE as the most likely
diagnosis [6]. D-dimer results were categorized as nega-
tive if the D-dimer level was less than 1000 ng/mL in pa-
tients without any YEARS item and less than 500 ng/mL
for patients with one or more of the YEARS items.
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Outcome measures
The primary outcome for this analysis was the rate of
adjudicated PE events at initial testing, or VTE events
within a 3-month follow-up period in patients who did
not receive anticoagulant therapy on the basis of nega-
tive results on the initial work-up.
A central independent adjudication committee whose

members were unaware of management allocation adju-
dicated all suspected events during the study period.

Statistical analysis
A 2 x 2 table was constructed for each strategy accord-
ing to whether the D-dimer result in individual patients
was categorized as positive or negative, and whether the
patient was categorized as VTE-positive or VTE-
negative. Estimates of the proportion of all patients who
had a negative D-dimer test, sensitivity, specificity, and
negative predictive value (NPV) were calculated for all
strategies, along with 95% confidence intervals (CI)
using the Wilson score method. Using the conventional
strategy as the reference, pairwise comparisons of the
proportion of all patients with negative D-dimer results,
sensitivity, and specificity were performed using exact
binomial testing, and 95% CIs for the absolute differ-
ences were calculated using the Agresti and Min ap-
proach [13]. For the NPV, the method for paired data
proposed by Leisenring, Alonzo and Pepe was used (gen-
eralized score statistic) [14]. Comparisons were consid-
ered significant if the two-sided P-values were less than
0.05. All statistical analyses were performed with the use
of the SPSS/PC software package (version 26, SPSS) and
the DTComPair package in R version 3.2.3.

Results
After excluding 1 patient who did not undergo D-dimer
testing within 12 hours after randomization and 1 pa-
tient who had a high clinical pretest probability, a total
of 368 patients were eligible for this analysis. The mean
(SD) age was 70.2 (9.8) years, and 23.4% of the patients
were women. A total of 44.3% of the patients had a low
clinical pretest probability, and 55.7% had a moderate
clinical pretest probability (Table 1). There were 2 PE-
positive patients (1.2%) among those with low clinical
pretest probability and 15 PE-positive patients (7.3%)
among those with moderate clinical pretest probability.

Comparison of the strategies
The proportion of patients with a negative result was
49.5% with the conventional threshold strategy, 63.3%
with the age-adjusted strategy (difference 13.8%; 95% CI,
6.5% to 21.0%; P <0.001), 64.4% with the Wells strategy
(difference 14.9%; 95% CI, 7.6% to 22.1%; P <0.001), and
71.5% with the YEARS strategy (difference 22.0%; 95%
CI, 14.8% to 28.9%; P <0.001).

Sensitivity of the conventional strategy was 94.1%,
while it was 76.5% with the age-adjusted strategy (differ-
ence 17.6%; 95% CI, -11.8% to 44.9%; P =0.02), 64.7%
with the Wells strategy (difference 29.4%; 95% CI, -2.5%
to 56.1%; P <0.001), and 58.8% with the YEARS strategy
(difference 35.3%; 95% CI, 2.3% to 61.3%; P <0.001).
NPVs and negative likelihood ratios of the different
strategies are shown in Table 2.
Categorization of D-dimer results as positive or nega-

tive by the conventional and the age-adjusted strategies
was in agreement for 317 (86%) patients and in disagree-
ment for 51 (14%) patients (Table 3). Of the disagree-
ments, 51 patients were categorized as positive by the
conventional strategy and negative by the age-adjusted
strategy. There were 3 PE-positive patients among those
who were D-dimer positive by one strategy and negative
by the other. Agreements between the conventional
strategy and the Wells and YEARS strategies are shown
in Table 3.

Findings according to clinical probability
According to the Wells score, 163 (44.3%) patients had
low clinical pretest probability. The conventional D-
dimer strategy categorized 88 (54.0%) patients with low
clinical pretest probability as negative, and had a NPV of
100% (95% CI, 95.9% to 100%). The age-adjusted D-
dimer strategy categorized 113 (69.3%) patients with low
clinical pretest probability as negative, and had a NPV of
99.1% (95% CI, 95.2% to 100%). The Wells-adjusted D-
dimer strategy categorized 88 (54.0%) patients with low
clinical pretest probability as negative, and had a NPV of
100% (95% CI, 95.9% to 100%). The YEARS-adjusted D-
dimer strategy categorized 127 (77.9%) patients with low
clinical pretest probability as negative, and had a NPV of
99.2% (95% CI, 95.7% to 100%) (Fig. 1).
Of the total, 205 (55.7%) patients had moderate clin-

ical probability. The conventional D-dimer strategy cate-
gorized 94 (45.6%) patients with moderate clinical
pretest probability as negative, and had a NPV of 98.9%
(95% CI, 94.2% to 100%). The age-adjusted D-dimer
strategy categorized 120 (58.5%) patients with moderate
clinical pretest probability as negative, and had a NPV of
97.5% (95% CI, 92.9% to 99.5%). The Wells-adjusted D-
dimer strategy categorized 149 (72.7%) patients with
moderate clinical pretest probability as negative, and had
a NPV of 96.0% (95% CI, 91.4% to 98.5%). The YEARS-
adjusted D-dimer strategy categorized 136 (66.3%) pa-
tients with moderate clinical pretest probability as nega-
tive, and had a NPV of 95.6% (95% CI, 90.6% to 98.4%)
(Fig. 1).
Overall, 311 (84.5%) patients had no YEARS items.

The conventional D-dimer strategy categorized 164
(52.7%) patients with no YEARS items as negative,
and had a NPV of 99.4% (95% CI, 96.7% to 100%).
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Table 1 Baseline characteristics of the patients

Parameter No. (%) of patients

Low clinical probabilitya

(N=163)
Intermediate clinical probabilityb

(N=205)
Total
(N=368)

Age ≥75 years 63 (38.7) 69 (33.7) 132 (35.9)

Sex

Male 124 (76.1) 158 (77.1) 282 (76.6)

Female 39 (23.9) 47 (22.9) 86 (23.4)

Current smoker 46 (28.2) 72 (35.1) 118 (32.1)

Pack-years of smoking, mean (SD), no. 58.2 (29.2) 59.5 (25.8) 59.0 (27.1)

COPD exacerbations in the past 12 months, mean (SD), no. 1.1 (1.6) 1.5 (1.9) 1.3 (1.8)

Very severe COPD: <30% of the predicted normal FEV1 18 (11.0) 37 (18.0) 55 (14.9)

Severe COPD: 30 to <50% of the predicted normal FEV1 70 (42.9) 99 (48.3) 169 (45.9)

Moderate COPD: 50 to <80% of the predicted normal FEV1 56 (34.4) 57 (27.8) 113 (30.7)

Mild COPD: ≥80% of the predicted normal FEV1 19 (11.7) 12 (5.9) 31 (8.4)

Risk factors for VTE

Immobilizationc 1 (0.6) 65 (31.7) 66 (17.9)

Cancerd 6 (3.7) 6 (2.9) 12 (3.3)

History of VTE 0 (0) 9 (4.4) 9 (1.3)

Surgerye 0 (0) 1 (0.5) 1 (0.3)

Obstructive sleep apnea 36 (22.1) 20 (9.8) 56 (15.2)

Congestive heart failure 25 (15.3) 23 (11.2) 48 (13.0)

Hormone therapy 3 (1.8) 2 (1.0) 5 (1.4)

Clinical symptoms and signs at presentation

Dyspnea 163 (100) 203 (99.0) 366 (99.5)

Heart rate >100/min 0 (0) 127 (62.0) 127 (34.5)

Systolic blood pressure <100 mm Hg 3 (1.8) 8 (3.9) 11 (16.2)

Spo2 <90% (N=365) 62 (38.3) 83 (40.9) 145 (39.7)

Temperature ≥38°C 0 (0) 1 (0.5) 1 (0.3)

Increased sputum volume 59 (36.2) 69 (33.7) 128 (34.8)

Purulent sputum 11 (6.7) 13 (6.3) 24 (6.5)

Hemoptysis 2 (1.2) 1 (0.5) 3 (0.8)

Signs of DVT 0 (0) 0 (0) 0 (0)

Admission blood tests

Creatinine >1.5 mg/dL 4 (2.5) 2 (1.0) 6 (1.6)

Hemoglobin, mean (SD), g/dL 14.4 (1.9) 14.1 (2.2) 14.3 (2.1)

Treatment for exacerbation

Short-acting inhaled beta2-agonists 159 (97.5) 203 (99.0) 362 (98.4)

Short-acting inhaled anticholinergics 163 (100) 205 (100) 368 (100)

Systemic corticosteroids 135 (82.8) 165 (80.5) 300 (81.5)

Antibiotics 113 (69.3) 134 (65.4) 247 (67.1)

Pharmacological thromboprophylaxis (LMWH) 163 (100) 205 (100) 368 (100)

Abbreviations: COPD Chronic obstructive pulmonary disease, SD Standard deviation, FEV1 Forced expiratory volume in the first second, VTE Venous
thromboembolism, DVT Deep vein thrombosis
aWells score for PE less than 2 points
bWells score for PE 2 to 6 points
cImmobilized patients defined as non-surgical patients who had been immobilized (i.e., total bed rest with bathroom privileges) for ≥4 days in the
month prior to exacerbation of COPD
dActive or under treatment in the last year
eIn the previous month
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The age-adjusted D-dimer strategy categorized 212
(68.2%) patients with no YEARS items as negative,
and had a NPV of 98.1% (95% CI, 95.2% to 99.5%).
The Wells-adjusted D-dimer strategy categorized 206
(66.2%) patients with no YEARS items as negative,
and had a NPV of 97.1% (95% CI, 93.8% to 98.9%).

The YEARS-adjusted D-dimer strategy categorized
245 (78.8%) patients with no YEARS items as nega-
tive, and had a NPV of 97.1% (95% CI, 94.2% to
98.8%).
Among the 368 patients, 57 (15.5%) patients had one

or more YEARS items. The conventional D-dimer

Table 2 Accuracy of D-dimer interpretation strategies for VTE

Parameter Conventional strategy Age-adjusted strategy Wells-adjusted strategy YEARS-adjusted strategy

Negative results

n/N 182/368 233/368 237/368 368

% (95% CI) 49.5 (44.2-54.7) 63.3 (58.2-68.3) 64.4 (59.3-69.3) 71.5 (66.6-76.0)

Sensitivity

n/N 16/17 13/17 11/17 10/17

% (95% CI) 94.1 (71.3-99.9) 76.5 (50.1-93.2) 64.7 (38.3-85.8) 58.8 (32.9-81.6)

Specificity

n/N 181/351 229/351 231/351 256/351

% (95% CI) 51.6 (46.2-56.9) 65.2 (60.0-70.2) 65.8 (60.6-70.8) 72.9 (68.0-77.5)

Negative predictive value

n/N 181/182 229/233 231/237 256/263

% (95% CI) 99.5 (97.0-100) 98.3 (95.7-99.5) 97.5 (94.6-99.1) 97.3 (94.6-98.9)

Negative likelihood ratio 0.11 0.36 0.54 0.56

% (95% CI) 1.66-2.29 0.15-0.85 0.28-1.03 0.32-1.00

Positive likelihood ratio 1.95 2.20 1.89 2.17

% (95% CI) 0.02-0.76 1.63-2.97 1.29-2.77 1.41-3.35

Abbreviations: CI Confidence interval

Table 3 Comparison of the conventional strategy and the age-adjusted and clinical probability-adjusted strategies with prevalence
of VTE according to agreement

Age-adjusted strategy

D-dimer negative D-dimer positive Total

Conventional strategy D-dimer negative 182
1 PE (0.5%)

0 182

D-dimer positive 51
3 PE (5.9%)

135
13 PE (9.6%)

186

Total 233 135 368

Wells-adjusted strategy

D-dimer negative D-dimer positive Total

Conventional strategy D-dimer negative 182
1 PE (0.5%)

0 182

D-dimer positive 55
5 PE (9.1%)

131
11 PE (8.4%)

186

Total 237 131 368

YEARS-adjusted strategy

D-dimer negative D-dimer positive Total

Conventional strategy D-dimer negative 182
1 PE (0.5%)

0 182

D-dimer positive 81
6 PE (7.4%)

105
10 PE (9.5%)

186

Total 263 105 368
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strategy categorized 18 (31.6%) patients with one or
more YEARS items as negative, and had a NPV of 100%
(95% CI, 81.5% to 100%). The age-adjusted D-dimer
strategy categorized 21 (36.8%) patients with one or
more YEARS items as negative, and had a NPV of 100%
(95% CI, 83.9% to 100%). The Wells-adjusted D-dimer
strategy categorized 31 (54.4%) patients with one or
more YEARS items as negative, and had a NPV of 100%
(95% CI, 88.8% to 100%). The YEARS-adjusted D-dimer
strategy categorized 18 (31.6%) patients with one or
more YEARS items as negative, and had a NPV of 100%
(95% CI, 81.5% to 100%).

Discussion
Our study provides external validation of different strat-
egies of D-dimer interpretation in patients hospitalized
for COPD exacerbation and no initial clinical suspicion
of PE. While the conventional strategy was able to ex-
clude PE in one half of the patients, the use of age- or
clinically-adjusted D-dimer threshold strategies resulted
in an even higher percentage of patients in whom PE
could be considered ruled out without the need for im-
aging. Both the conventional and age-adjusted strategies
were associated with a low risk of PE diagnosed at initial
testing or VTE within a 3-month follow-up period [15],
but only the conventional fixed D-dimer threshold strat-
egy had a sensitivity high enough to rule out PE.
Our results are in line with those observed in studies

using an age-adjusted D-dimer threshold [4, 16, 17]. Par-
ticularly, for patients with COPD and a PE-unlikely
Wells score, a systematic review and individual-patient
data meta-analysis showed that age-adjusted D-dimer

testing was effective (i.e., increased the proportion of
COPD patients managed without imaging from 21% to
32%) and safe (i.e., the false negative rate increased from
0.7% to 1.2%) [18]. SLICE showed that the application of
the age adjusted D-dimer cut-off value would result in
the exclusion of VTE in almost 2 out of 3 (63.3%) of the
patients hospitalized with COPD exacerbation, while the
negative predictive value stayed above 98%. Although
the magnitude of false negative findings seemed small,
some caution may be warranted in using the age-
adjusted strategy in settings with a higher PE prevalence,
since its sensitivity was low.
Previous studies have shown that the clinical-adjusted

strategies (i.e., the Wells score and the YEARS algorithm)
have the potential to safely reduce CTPA use [5, 6]. Our
analysis suggests that the conventional strategy is a better
way of interpreting D-dimer results than the clinical
probability-adjusted strategy among patients hospitalized
with COPD exacerbation and without initial clinical suspi-
cion of PE. Study design, setting and patient selection
might account for the difference between previous studies
and this analysis. Moreover, some data suggest that the ac-
curacy of clinical prediction rules might be compromised
in patients with underlying cardiopulmonary disease [19].
This study might have practical implications. The

SLICE trial showed that an active diagnostic strategy for
PE is not beneficial among patients hospitalized for an
exacerbation of COPD [11]. However, D-dimer is often
used in daily practice as a screening test in patients ad-
mitted to the Emergency Departments with chest symp-
toms [20]. On the basis of this analysis, clinicians might
consider the use of a conventional fixed threshold

Fig. 1 Proportion of patients with negative D-dimer results and with false negative results according to different D-dimer strategies. Clinical
pretest probability according to the Wells score
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interpretation for patients with COPD exacerbations
who have a D-dimer test result because it avoids imaging
in half of the patients with great safety. The efficiency is
most pronounced in patients with low clinical pretest
probability. Since patients with COPD exacerbations
tend to be older, the age-adjusted strategy might be
employed to reduce unnecessary exposure to radiation
and potentially harmful contrast medium, unacceptable
diagnosis-related and treatment-related costs, and ser-
ious or life-threatening bleeding complications of unjus-
tified anticoagulation therapy.

Limitations
This study has several limitations. First, this was a post
hoc analysis of the intervention arm in a large random-
ized controlled trial with adjudicated outcomes. How-
ever, all the variables required to apply the Wells score
and the YEARS algorithm were prospectively collected.
Second, there was no a priori sample size calculation,
and the modest number of patients in the analysis might
not have provided estimates with reasonable precision.
Third, the prevalence of PE was low. Therefore, the
safety of the strategies might be lower in settings with a
higher PE prevalence. Fourth, different D-dimer assays
were used in the trial. However, we didn´t find any
interaction between the D-dimer type or cutoff and the
study results. Fifth, the findings in the study population
might not apply to other patients with COPD. However,
the inclusion and exclusion criteria were intended to be
consistent with the pattern of patients admitted to the
hospital with exacerbations of COPD. Finally, additional
details about the body mass index, and baseline use of
medications such as aspirin or statins would have been
interesting. However, such data elements were not col-
lected systematically in SLICE. This limitation is unlikely
to undermine the findings of the current investigation.

Conclusions
Among patients hospitalized for an exacerbation of
COPD, our study suggests that the age- and clinically-
adjusted strategies of D-dimer interpretation were asso-
ciated with a larger number of patients in whom PE
could be considered ruled out with a higher likelihood
of subsequent PE than the conventional strategy. Al-
though the magnitude of false negative findings with the
age-adjusted strategy was small, additional studies are
warranted to ascertain the safety of this approach.

Appendix 1
Investigators: Barcelona (20 patients) – S. Jiménez (16
patients), A. Vilas (3 patients), D. Aisa (1 patient); Bilbao
(113 patients) – E. Tabernero/B. González-Quero (113
patients); Galdakao (21 patients) – A. Ballaz/L. Chasco
(21 patients); Gran Canaria (35 patients) – G. Pérez-

Peñate/F. León-Marrero (35 patients); La Coruña (25 pa-
tients) – P. Marcos-Rodríguez/S.J. Domínguez-Pazos (25
patients); Madrid (364 patients) – D. Jiménez/A. Que-
zada (171 patients), A. Hernando/J.I. de Granda-Orive
(91 patients), P. Ruiz-Artacho/F. Beddar-Chaib (56 pa-
tients), M.J. Rodríguez-Nieto/Itziar Fernández-Ormae-
chea (28 patients), M. Calle/J.L. Rodríguez-Hermosa/J.
Carriel (12 patients), A. Martínez-Verdasco (2 patients),
J. de Miguel-Díez (2 patients), M.A. Quesada (2 pa-
tients); Santander (17 patients) – R. Agüero (17 pa-
tients); Sevilla (112 patients) – L. Jara-Palomares/R.
Otero/E. Márquez-Martín (112 patients); Valencia (8 pa-
tients) – R. López-Reyes (8 patients); Vitoria (31 pa-
tients) – J.L. Lobo/A. Rivas-Guerrero (31 patients).

Appendix 2
Table 4 Methods for D-dimer analysis and cut-offs

Test Criteria for positivity Unit type

D-dimer ELISA KIT >500 ng/mL FEU

VIDAS D-dimer >500 ng/mL FEU

IL Test D-dimer >500 ng/mL FEU

HemosIL D-Dimer >250 ng/mL DDU

HemosIL AcuStar >491 ng/mL FEU

HemosIL D-dimer HS 500 >500 ng/mL FEU

INNOVANCE D-dimer Assay >500 ng/mL FEU

STA-Liatest D-Di >500 ng/mL FEU

Abbreviations: FEU Fibrinogen Equivalent Unit, DDU D-Dimer Unit

Abbreviations
CI: confidence interval; COPD: Chronic obstructive pulmonary disease;
CTPA: Computed tomography pulmonary angiography; DDU: D-dimer Unit;
DVT: Deep vein thrombosis; FEU: Fibrinogen Equivalent Unit; NPV: Negative
predictive value; PE: Pulmonary embolism; SLICE: Significance of Pulmonary
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