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a b s t r a c t
Aim: To investigate the combined use of NEWS and D-dimer levels to predict the 30-day and 365-day
mortality rates of a cohort of Danish patients with complete follow-up.
Methods: Post-hoc retrospective observational study of acutely admitted medical patients aged 18 years
or older who had D-dimer measured within 6 h after arrival to two medical admission units in Denmark.
Results: The final study population consisted of 1201 patients with a median age of 65.0 years (range
18.0–107.0 years), and 44.7% were of male sex. Four patients (0.3%) died within 24 h of admission, 69
(5.7%) within 30 days and 198 (16.5%) within 365 days. On admission, 576 (48%) patients had a NEWS ≥ 3
– of these 441 had a D-dimer ≥ 0.50 mg L−1 : 55 (12.5%) of these patients died within 30 days, compared
with 5 (3.7%) of the 135 patients with a D-dimer < 0.50 mg L−1 (odds ratio 3.7, 95%CI 1.4–10.8). Nine
of the 625 patients with a NEWS on admission <3 died within 30 days and all of these patients had
a D-dimer ≥ 0.50 mg L−1 . None of the 218 patients with a D-dimer < 0.50 mg L−1 died within 30 days of
admission.
Conclusion: The combination of NEWS score < 3 and D-dimer levels below 0.50 mg L−1 appears to identify
patients of low risk of mortality within 30 days and, therefore, may prove to be a powerful risk assessment
tool for acutely ill medical patients.
© 2016 Elsevier Ireland Ltd. All rights reserved.

Introduction
Large increases in emergency admissions are raising concerns
about whether all admissions are necessary. Obvious justifications
for hospital admission are severe pain, breathlessness, bleeding,
impaired mental and/or functional capacity, and grossly abnormal vital signs. However, hospital admissions are also related
to numerous additional factors such as local social issues (e.g.
unemployment rates), and the way emergency departments, hospitals, emergency ambulance services and general practice are
structured.1 Moreover, patients with nonspecific complaints such

! A Spanish translated version of the summary of this article appears as Appendix
in the final online version at http://dx.doi.org/10.1016/j.resuscitation.2016.06.012.
∗ Corresponding author at: Emergency Department, University Hospital Basel,

Petersgraben 2, CH-4031 Basel, Switzerland.
E-mail addresses: christian.nickel@usb.ch, replynickel@gmail.com (C.H. Nickel).
http://dx.doi.org/10.1016/j.resuscitation.2016.06.012
0300-9572/© 2016 Elsevier Ireland Ltd. All rights reserved.

as generalized weakness present frequently to acute care settings
and are at risk of adverse health outcomes.2
When the need for hospital admission is being assessed the
paramount concern is determining the imminent risk of death. If
there was a fast reliable system that determined that risk many
patients could be safely returned to primary care or out-patient
follow-up clinics. The UK’s National Early Warning Score (NEWS)3
was primarily designed to predict death within 24 h: after this time
its discrimination falls, so that a low score cannot be used to justify
discharging a patient from hospital. Elevated D-Dimer levels are
associated with increased mortality rates in healthy adults, independent of other risk factors.4 In addition to their use in ruling
out thromboembolic disease, D-dimers have been used to predict
the morbidity and mortality of medical or surgical intensive care
unit (ICU) patients,5,6 and for risk stratification of patients with
nonspecific complaints.7
In this study we report the combined use of NEWS and D-dimer
levels to predict the 30-day and 365-day mortality rates of a cohort
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of 1201 Danish patients for which the Danish nationwide registries
provided 100% follow-up.
Methods
This is a post-hoc retrospective observational study of acutely
admitted medical patients to two medical admission units in
Denmark who had D-dimer levels measured at admission. These
cohorts were originally used to develop a risk stratification tool for
all-cause 7-day mortality,8 and assess sepsis patients.9
Settings
The Hospital of South West Jutland (HSWJ) is a 450-bed regional
teaching hospital. Odense University Hospital (OUH) is a 900-bed
tertiary university hospital serving as a tertiary referral center
for the region of Southern Denmark (1.2 million inhabitants). At
both locations, medical patients are admitted through a medical
admission unit (MAU) from the emergency department, outpatient
clinics, general practitioners (GP), the out-of-hours GP service and
emergency medical services.
Demographic information and vital signs were collected on
admission and entered into a research database and blood tests
were extracted from the hospital databases. After discharged survival status were extracted from the Danish Civil Registration
System,10 ensuring complete follow-up. All previous contacts with
the Danish health care system were extracted from the National
Patient Register11 and used to calculate the Charlson co-morbidity
index.12
Patients
The study included all Danish residents 18 years or older who
had D-dimer measured within 6 h after arrival and were then
admitted to the HSWJ MAU from 2 October 2008 to 19 February
2009 and 23 February to 26 May 2010 and to OUH MAU from 1
September 2010 to 31 August 2011. A total of 526 patients were
recruited from HSW and 675 from OUH. Patients from OUH had
a 30 day mortality more than twice those from HSW (7.7% versus
3.2%, Odds ratio 2.5 (95% CI 1.4–4.6)).
D-Dimer measurement
D-dimer levels for all patients were measured on the day
of enrollment by using a highly sensitive quantitative D-dimer

test (cutoff level, 0.50 mg L−1 ). In both study centers, a Latex
agglutination test (STA Liatest D-Dimer (Diagnostica Stago,
Asnieres-sur-Seine, France) with a detection rate ranging from
0.27 !g mL−1 up to 20 !g mL−1 was used. Citrate plasma for DDimer estimation was obtained by centrifuging at 3500 rpm for
10 min.
Ethics
According to Danish law, approval of observational cohort studies by an ethics committee is not required. The study was approved
by the Danish Data Protection Agency and the Danish National
Board of Health. The study will be reported in accordance with the
STROBE guidelines.13
Statistics
Calculations were performed using Epi-Info version 6.0 and 7.0
(Center for Disease Control and Prevention, USA), logistic regression analysis using Logistic software,14 and Kaplan–Meier survival
curves by Online Application for the Survival Analysis software
(OASIS) available at http://sbi.postech.ac.kr/oasis/surv/.15 The p
value for statistical significance was 0.05 and was tested using Student’s t-test and Chi square analysis that applied Yates continuity
correction. Kaplan–Meier survival curves were compared by the
log-rank test. c statistics were calculated according to the method
of Hanley and McNeil.16
Results
The final study population of 1201 patients was aged 62.7 SD
18.8 years (median 65.0 years, range 18.0–107.0 years), had a length
of hospital stay of 4.0 SD 5.6 days and 44.7% were of male sex.
Four patients (0.3%) died within 24 h of admission, 69 (5.7%)
within 30 days and 198 (16.5%) within 365 days. Apart from gender and temperature there were significant differences between
survivors and non-survivors 30 days after admission (Table 1).
On admission 576 (48%) patients had a NEWS ≥ 3 – of these
441 had a D-dimer ≥ 0.50 mg L−1 and 55 (12.5%) died within
30 days, compared with 5 (3.7%) of the 135 patients with a
D-dimer < 0.50 mg L−1 (odds ratio 3.7, 95%CI 1.4–10.8). In contrast,
9 of the 625 patients with a NEWS on admission <3 died within
30 days and all of these patients had a D-dimer ≥ 0.50 mg L−1 –
none of the 218 patients with a low D-dimer died (risk difference
2.2%, 95%CI 0.8–3.6%, Chi-square 3.46, Fisher exact p 0.03) (Fig. 1).

Table 1
Differences between continuous and categorical variables of 30 day survivors and non-survivors: n = patient number; NEWS = National Early Warning Score.

Heart rate (bpm)
Systolic BP (mmHg)
Diastolic BP (mmHg)
Respiratory rate (bpm)
Temperature (◦ C)
FiO2
Oxygen saturation (%)
Age (years)
D-dimer (mg L−1 )
Length of hospital stay (days)
NEWS
Charlson Index
Male sex
On oxygen
Altered alertness
D-dimer ≥ 0.50 mg L−1
NEWS ≥ 3
Age > 65
Charlson Index ≥ 1

Alive 30 days after
admission (n 1132)

Died within 30 days of
admission (n 69)

89.9 SD 21.2
141.2 SD 25.7
80.7 SD 15.4
19.7 SD 6.7
37.2 SD 1.0
0.25 SD 0.10
95.4 SD 4.5%
61.7 SD 18.7
2.00 SD 3.25
3.8 SD 5.6
3.1 SD 3.1
1.15 SD 1.17
506
269
23
784
516
563
668

95.7 SD 25.7
126.5 SD 28.6
74.3 SD 19.6
25.5 SD 8.2
37.2 SD 1.0
0.38 SD 0.19
91.8 SD 7.6%
78.6 SD 12.2
4.64 SD 6.93
6.1 SD 5.9
6.8 SD 3.6
1.75 SD 1.14
31
42
12
64
60
60
56

Odds ratio (95% CI)

1.01 (0.60–1.70)
4.99 (2.92–8.54)
10.15 (4.47–22.82)
5.68 (2.16–16.31)
7.96 (3.75–17.48)
6.74 (3.17–14.80)
2.99 (1.56–5.85)

Chi-square

p

0.01
44.75
48.94
16.19
42.96
34.62
12.42

0.03
<0.0001
0.0009
<0.0001
0.97
<0.0001
<0.0001
<0.0001
<0.0001
0.001
<0.0001
<0.0001
0.93
<0.0001
<0.0001
<0.0001
<0.0001
<0.0001
0.0004
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Alive

30 day mortality

386 pa!ents

D-dimer ≥0.5
441 pa!ents

Dead
55 pa!ents (12.5%)

NEWS ≥3
576 pa!ents

Alive
130 pa!ents

D-dimer <0.5
135 pa!ents

Dead
5 pa!ents (3.7%)

1201 pa!ents
Alive
398 pa!ents

D-dimer ≥0.5
407 pa!ents

Dead
9 pa!ents (2.2%)

NEWS <3
625 pa!ents

Alive
218 pa!ents

D-dimer <0.5
218 pa!ents

Dead
0 pa!ents (0.0%)

Fig. 1. Flow chart of 1201 patients after 30 days according to D-dimer level (<0.5, ≥0.5 !g mL−1 ) and NEWS score
100%
95%
90%

Survival

All of the four patients who died within 24 h of admission had an
admission NEWS ≥ 3 and a D-dimer ≥ 0.50 mg L−1 .
Logistic regression showed that age above the median of
65 years, any alteration in alertness, a NEWS ≥ 3 and Ddimer ≥ 0.50 mg L−1 were all independent predictors of 30-day
mortality (see Supplemental data). A simple predictive model that
awarded one point to each variable had a c statistic of 0.82 SE 0.03
and Hosmer–Lemeshow goodness of fit statistic p 0.59.
Kaplan–Meier curves showed that for patients with both high
and low NEWS on admission elevated D-dimer greatly reduced
their chance of survival at 365 days after admission: for patients
with an admission NEWS <3 the survival of patients with a
low D-dimer was significantly better than those with an elevated D-dimer (Chi-square 13.2, p 0.0003), as it was for patients
with an admission NEWS ≥ 3 (Chi-square 22.7, p < 0.0001) (Fig. 2).
By 365 days after admission 141 (32%) of the 441 patients
with an high admission NEWS and an elevated D-dimer had
died compared with 14 (10%) of the 135 patients with a high
NEWS and a low D-dimer (odds ratio 4.1, 95%CI 2.2–7.7): 39
(9.6%) of the 407 patients with a low NEWS and a high Ddimer had died compared with 4 (1.8%) of the 218 patients
with a low NEWS and a low D-dimer (odds ratio 5.7, 95% CI
1.91–19.0).
The nine patients with a NEWS ≥ 3 and an elevated Ddimer who died within 30 days of admission had a diagnosis
at discharge of vascular disease (2 patients), renal disease (2
patients), hepatorenal syndrome, thromboembolic disease, pneumonia, chronic obstructive lung disease and cancer. Nearly 60%
of 198 patients who died within 365 days had one of the following principle diagnoses when discharged: pneumonia (37
patients), chronic obstructive lung disease (19 patients), thromboembolic disease (14 patients), respiratory failure (12 patients),
cardiac disease (12 patients), cancer (11 patients) and infections
(8 patients). Only 18 patients with a low D-dimer died within 365
days of admission: the discharge diagnoses of the four patients
admitted with a low NEWS who died were cancer, osteopenia, and
two undiagnosed.

85%
80%
75%
70%
65%
60%
0

50

100

150

200

250

300

350

Days a!er admission
NEWS ≥3 D-dimer -ve

NEWS ≥3 D-dimer +ve

NEWS <3 D-dimer -ve

NEWS <3 D-dimer +ve

Fig. 2. Kaplan–Meier survival curves for 365-day survival of 1201 acute medical
patients grouped by cutoffs of D-Dimer (<0.5, ≥0.5 !g mL−1 ) and NEWS score.

Discussion
This retrospective study suggests that the combination of NEWS
and D-dimer scores is, potentially, a powerful tool in the risk assessment of acutely ill patients. Its main strength is the 100% certain
follow-up provided by the Danish Civil Registration System. The
cut-off for NEWS was chosen to ensure that no patient with altered
alertness was included. Nearly a fifth (18%) of patients had a low
NEWS and low D-Dimer levels. Although none of these patients
died within 30 days of admission, statistically this could have been
as high as 0.8%. Nevertheless, only five of these patients died within
a year.
We do not know the mechanism by which low D-dimer levels
predict survival, and further studies are required to establish the
optimal D-dimer “cut-off” value for mortality prediction. Although
the value of D-dimer for the diagnosis of thrombo-embolic disease
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varies with age, we found no variation in the number of young
and old patients who died within a year at D-dimer levels below
0.50 mg L−1 (see Supplemental figure).
We found D-dimer levels to be a highly sensitive but poorly
specific predictor of death, and when combined with a low NEWS
made an excellent “rule out” test for imminent mortality. In our
patient population no patients with a D-dimer < 0.50 mg L−1 and a
NEWS < 3 died within 30 days, and the negative predictive value for
death at 365 days after admission was 0.98. However, our results
should be viewed with caution. It is entirely possible that many
deaths were prevented by treatment given after hospital admission.
Moreover, this was a non-funded post-hoc retrospective biased
study that combined different cohorts of patients from two different hospitals, which had significantly different mortality rates. The
original cohorts were used to develop a risk stratification tool for
all-cause 7-day mortality and assess sepsis patients, and we only
studied those patients on whom D-dimer had been measured. The
patients, therefore, might not be representative of other cohorts
of unselected acutely ill patients either presenting to emergency
departments and/or admitted to hospital.

2.
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4.

5.

6.

7.

8.

Conclusions
The combination of NEWS and D-dimer levels may prove to be
of value in helping to stratify low risk patients that can be managed
in an ambulatory or outpatient setting.
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a b s t r a c t
Background: Patients with nonspeciﬁc complaints (NSC) such as generalized weakness present frequently to
acute care settings. These patients are at risk of adverse health outcomes. The aim of our study was to test the
hypothesis whether D-dimers are predictive for 30-day mortality in patients with NSCs.
Methods: Delayed type cross-sectional diagnostic study with a 30-day follow-up period, registered with
ClinicalTrials.gov (NCT00920491). This study took place in 2 EDs in Northwestern Switzerland. Patients were
enrolled in the study if they were over 18 years of age, gave informed consent, and if they presented with
NSCs such as generalized weakness. D-dimer levels were determined at ED presentation.
Results: The ﬁnal study population consisted of 524 patients. Median age was 82 years (IQR = 75 to 87 years);
40.5% were men. There were 489 survivors and 35 non-survivors at 30-day follow-up. Twenty-one (60%) of
the non-survivors were males. D-dimer levels were signiﬁcantly higher in non-survivors than in survivors
(p b 0.001). Univariate Cox regression models for D-dimer resulted in a C-index of 0.77 for prediction of mortality.
A model including sex, age, Katz ADL and D-dimer in a multivariate Cox regression lead to a C-Index of 0.80.
Conclusion: D-dimer testing might be an effective risk stratiﬁcation tool in patients with NSC by helping to identify patients at low risk of short-term mortality with a sensitivity of 0.97 and a negative likelihood ratio of 0.121.
The use of D-dimers for risk stratiﬁcation in patients with NSC should be conﬁrmed with prospective studies.
© 2016 European Federation of Internal Medicine. Published by Elsevier B.V. All rights reserved.

1. Introduction
Acute care settings are increasingly faced with older patients with
non-speciﬁc complaints (NSCs), such as “generalized weakness” [1].
Across different acute care settings worldwide, NSCs are among the
top ﬁve presenting complaints [2–4]. According to previous reports,
most patients with NSCs are older and have an underlying acute medical
problem or are at risk of developing adverse health outcomes [5,4]. The
spectrum of underlying diagnoses and outcomes is very similar across
studies and covers almost all ICD-10 categories [2,3,6–9]. In contrast to
speciﬁc complaints, diagnostic accuracy is low in the ﬁrst hours of
work-up [10]. Therefore, risk-stratiﬁcation tools are urgently needed.
D-dimer, a small protein resulting from the plasmin-mediated
degradation of cross-linked ﬁbrin clots, is an indicator for coagulation
and ﬁbrinolysis, and thus can support the detection of thrombotic

⁎ Corresponding author at: Department of Emergency Medicine, University Hospital
Basel, Petersgraben 2, CH-4031 Basel, Switzerland. Tel.: +41 61 556 5315; fax: +41 61
265 58 31.
E-mail address: christian.nickel@usb.ch (C.H. Nickel).

activity [11]. D-dimer is widely used to rule out venous thromboembolism (VTE) and pulmonary embolism (PE) [12–14]. D-dimer levels not
only elevate in illnesses directly related to the coagulation process, but
might also potentially predict adverse outcomes in a variety of clinical
settings, e.g., cancer, cardiac disease, acute ischemic stroke or hemorrhage, community acquired pneumonia, and sepsis [15–26]. Previous
studies have shown that D-dimer levels may be used for the prediction
of morbidity and mortality, both in medical or surgical intensive care
unit (ICU) patients [27,28]. Moreover, D-dimer levels had predictive
power similar to clinical scoring systems, such as the Simpliﬁed Acute
Physiology Score (SAPS), the Acute Physiology and Chronic Health
Evaluation (APACHE) II score and the Sequential Organ Failure
Assessment (SOFA) score [26–28]. Surprisingly, elevated D-Dimer levels
were found to be associated with mortality in healthy adults, independent of any other existing risk factors [29].
As D-dimer levels increase with age, cut-off values varied signiﬁcantly between the cited studies; and several studies proposed the
adoption of age-dependent reference intervals in clinical practice in
the setting of pulmonary embolism [12,13,30–33].
It was our hypothesis that D-dimer levels in patients presenting to
the Emergency Department (ED) with NSCs are predictive for 30-day

http://dx.doi.org/10.1016/j.ejim.2016.03.006
0953-6205/© 2016 European Federation of Internal Medicine. Published by Elsevier B.V. All rights reserved.
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mortality. Furthermore, we aimed to test whether age-adjusted cut-off
values improve prognostic performance.
2. Methods
2.1. Study design
This study is based on data acquired in the third Basel Nonspeciﬁc
Complaints study, which is a prospective observational study with a
consecutive sample with a 30-day follow-up period (delayed type
cross-sectional diagnostic study) [34]. The study protocol conforms to
the Helsinki Declaration, and was approved by the local ethics board.
Written informed consent was obtained from each participating patient.
The study is registered with ClinicalTrials.gov (NCT00920491).
2.2. Study setting and population
This BANC (part III of a IV-part study) took place in three EDs in
Northwestern Switzerland. For this analysis, patients were included
from May 27, 2009, and July 26th 2011 from two (out of three) EDs
with admission rates ranging from 12,000 to 45,000 patients per year.
This study took place in the ED of the University Hospital of Basel,
Switzerland (a tertiary care university hospital) and the Kantonsspital
Liestal (a regional hospital), both of which were able to provide consecutive enrolment. All consecutive non-trauma patients presenting with
Emergency Severity Index (ESI) scores of 2 or 3 were prospectively
screened for eligibility. The ESI is a reliable and valid triage tool that
was used to exclude all patients in immediate life-threatening condition
(ESI level 1). Patients with an ESI score of 4 or 5 were excluded as well,
because a full work-up was not necessary and there is very low risk of
death in this patient group [35].
2.3. Inclusion criteria
Patients were prospectively enrolled in the study if they were over
18 years of age, gave informed consent, and if they presented with
NSCs such as “generalized weakness”. NSCs were deﬁned as all complaints that are not part of the set of speciﬁc complaints (e.g chest
pain, dyspnea, and headache) or signs (hemodynamic instability) or
where an initial working diagnosis cannot be established. This deﬁnition was chosen because an active deﬁnition would require a countless
enumeration of possible NSCs [4].
2.4. Exclusion criteria
Excluded from the study were patients with speciﬁc complaints such
as chest pain, clinical instability, or any clinical presentation that led directly to a working hypothesis (e.g., anemic pallor), as well as referrals
from other hospitals. Patients presenting with hemodynamic instability,
speciﬁc electrocardiogram (ECG) changes (e.g., 3rd degree heart block)
or recent external laboratory results were not eligible. Furthermore,
palliative patients such as patients with known terminal cancer or
patients who were deemed likely to die within the follow-up period
of 30 days were not eligible [4].
2.5. Study protocol
Patients' complaints, demographic data, use of medications, and
physical examination information were documented in a standardized
data collection form [36]. Activities of daily living as assessed by the
Katz ADL index [36], previously shown to be predictive of 30-daymortality in patients with NSC, were obtained by bedside patient
interviews [37,38]. Furthermore, the Charlson Comorbidity Index [39],
a prospectively applicable method for classifying comorbid conditions,
which was recently shown to be an independent predictor of short-
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and long-term mortality in acutely ill hospitalized elderly adults, was
recorded [40].
A blood sample including D-dimers was taken from each individual
and a wide array of blood testing was performed. D-dimer levels were
determined at ED presentation. Diagnostic tests or imaging studies
were performed at the discretion of the treating emergency physician
(EP). Questionnaires from the patient's primary care physicians and
hospital discharge reports were used to obtain written follow-up data
after 30 days.
All included patients were reviewed by 2 independent outcome
assessors according to inclusion and exclusion criteria before the outcome ascertainment. Outcome ascertainment occurred after termination
of the 30-day follow-up period. Furthermore, the most likely cause of
death was determined independently by the outcome assessors.
2.6. D-dimer level assessment
D-dimer levels were measured using a viscosity-based detection
method on the STA-R system (Diagnostica Stago S.A.S., Asnières sur
Seine Cedex, France) with a detection rate ranging from 0.27 μg/ml up
to 20 μg/ml. Citrate plasma for D-dimer estimation was obtained by
centrifuging at 3500 rpm for 10 min. A cutoff, set at 0.5 μg/mL
(500 ng/ml), was used. In addition to the conventional cutoff, an age adjusted cutoff was used by multiplying the patient's age by 10 ng/ml [33].
The laboratory personnel performing the assay were not made aware of
the purpose of the study.
2.7. Statistical analysis
Descriptive statistics are expressed as counts and percentages or as
medians with interquartile ranges (IQR). Differences were tested
using the Kruskall–Wallis test, the chi-squared or the exact Fisher test,
where appropriate. D-dimer values were log10-transformed to achieve
approximate normality.
To predict 30-day mortality using various predictors over the time
course, uni- and multivariable Cox-Regressions were performed. Sex,
age, Charlson Comorbidity Index, and the Katz ADL were considered in
addition to D-dimer. For all models, the proportional hazard assumption
was tested and all tests were non-signiﬁcant. The predictive value of
each model was assessed by the model likelihood ratio (LR) chisquare statistic. The effect measure of all regression models were evaluated using bootstrap-corrected C-indices. For illustrative purposes,
Kaplan–Meier survival curves are presented. Furthermore, sensitivity,
speciﬁcity, positive likelihood ratio and negative likelihood ratio for
both cutoffs (0.5 μg/mL, age-adjusted) were calculated. A p-value
b0.05 is considered signiﬁcant. All analyses were performed using R
version 3.0.1 (http://www.r-project.org).
D-dimer values below the detection limit (0.27 μg/mL) were
replaced by half the lower detection limit (n = 59); values above the detection limit by 20 μg/mL (n = 3); and values larger 4 μg/mL (n = 2) by a
D-Dimer value of 20 μg/mL, as both patients belong to the group of
30-day survivors (conservative way).
3. Results
The study population consisted of 612 patients with NSCs. Nineteen
patients were excluded from the study by the outcome assessors due to
protocol violations (speciﬁc complaints (n = 8), vital signs out of
predeﬁned limits (n = 8), trauma patients (n = 2), unknown (n = 1),
missing data (n = 1), as well as 69 others with missing D-dimer levels.
This resulted in a ﬁnal study population of 524 patients in whom Ddimer levels could be determined. Baseline characteristics are presented
in Table 1. Median age was 82 years (IQR = 75 to 87 years); 40.5%
were men. Survival, age, sex, and ADL did not differ between the patients
who had D-dimers assessed and the patients without D-dimer testing.
Referral to the ED occurred mostly by ambulance (260, 53.2%), but also
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by family physicians (134, 27.4%); self-referral (59, 12.1%); and proxies
(36, 7.36%).
There were 489 survivors and 35 non-survivors at 30-day follow-up.
Twenty-one (60%) of the non-survivors were males. Furthermore, the
Katz ADL was lower (4 vs. 6) in non-survivors compared to survivors.
Similarly, the Charlson Comorbidity Index was higher in non-survivors.
Comorbidities in our patients were chronic hypertension in 298
(57%) patients, coronary artery and/or valvular heart disease in 195
(37.2%) patients, diabetes in 96 (18.3%) patients, cancer in 74 (14.1%),
lymphoma in 8 patients (1.5%), leukemia in 4 (0.8%) patients. Causes
of death are shown in Table 4.
3.1. Outcome prediction
Of 35 non-survivors, 34 patients had a D-dimer level higher than
0.5 μg/mL. Thromboembolic events occurred in 6 patients: Five patients
of all included patients suffered from pulmonary embolism (two of
whom died), and one patient was diagnosed with deep venous
thrombosis. Autopsies were available for 4 patients. One patient without elevated D-dimer died of sudden cardiac arrest within the follow
up period (after 21 days). D-dimer levels were signiﬁcantly higher in
non-survivors than in survivors (p b 0.001; Table 1). A D-dimer below
the regular cutoff (b0.5 μg/mL) was measured in 116 (22.1%) patients.
Table 2 shows univariate and multivariate Cox regression analyses
and C-index of D-dimer. Univariate Cox regression models for D-dimer
resulted in a C-index of 0.77. A model including sex, age, Katz ADL and
D-Dimer in a multivariate Cox regression lead to a C-Index of 0.80. For
(age-adjusted) performance criteria see Table 3.
Kaplan–Meier survival curves were calculated then stratiﬁed into
two groups according to the D-dimer level, with a cut-off of 0.5 μg/mL
(See Fig. 1.).
4. Discussion
In this prospective multicenter study, we found that patients
presenting with NSCs with negative D-dimer levels are at low risk for
30-day mortality. Application of age-adjusted D-Dimer levels led to decreased sensitivity without substantially improving speciﬁcity,
Table 1
Baseline characteristics and D-dimer concentration for the whole study population, separated by survivors and non-survivors, values are n (%) unless otherwise indicated.
Variable

All patients
N = 524

30-day
survivors
N = 489

Non-survivors
N = 35

Age, median
(IQR)
Sex, male
Mode of
admission:
Self-referral
By family
doctor
By proxy
Ambulance
ESI category:
2
3
Katz ADL
CCI

82 [75–87]

82 [74–87]

83 [79–88]

0.254

524

212 (40.5%)

191 (39.1%)

21 (60.0%)

0.024
0.576

524
489

CCI
(age-adjusted)
D-dimer (μg/ml)

59 (12.1%)
134 (27.4%)

57 (12.5%)
122 (26.8%)

2 (6.06%)
12 (36.4%)

36 (7.36%)
260 (53.2%)

34 (7.46%)
243 (53.3%)

2 (6.06%)
17 (51.5%)

22 (5.30%)
393 (94.7%)
6 [5-6]
1.00
[0.00;3.00]
5.00
[4.00;7.00]
1.17
(0.58;2.40)

20 (5.14%)
369 (94.9%)
6 [5-6]
1.00
[0.00;3.00]
5.00
[4.00;7.00]
1.08
(0.54;2.19)

2 (7.69%)
24 (92.3%)
4 [1-6]
2.00
[1.00;4.50]
6.00
[5.00;8.00]
3.41
(1.75;6.41)

p-value N

0.640

415

b0.001
0.006

467
524

0.005

524

b0.001

524

ESI = Emergency Severity Index; IQR = interquartile range. Mode of admission adds to
489 (missing data); ESI category adds up to 415 patients (109 patients were direct to
bed, no triage level assigned). CCI = Charlson Comorbidity Index.

suggesting that D-dimer might serve as a “rule-out test” for mortality
in our study population.
D-dimer is a useful biomarker in the detection of thrombotic and
thrombolytic activity [11]. Due to its high sensitivity, it can be safely
used to rule out VTE in patients with low and intermediate pretest probability [14,41]. A meta-analysis performed by Becattini et al. found an
association between elevated D-dimer levels and short-term and
three-month mortality in patients with acute PE, suggesting a potential
use of D-dimer testing in the risk stratiﬁcation of these patients [17].
Interestingly, two of our six patients with thrombo-embolic disease
did not survive for 30 days.
In order to use D-dimer as a risk-stratiﬁcation tool in clinical practice, an optimized cut-off must be determined. Several recent studies
have described an age-dependent increase in D-Dimer levels, therefore
implying the application of an age-adjusted cut-off, as described by
Douma et al. (patient's age ∗ 10 μg/L) [30,33]. The age-adjusted cut-off
was highly effective for the exclusion of PE, and for increasing speciﬁcity
without reducing sensitivity [12,13,31]. In our study, an age-adjusted
D-dimer cut-off slightly improved speciﬁcity, but lowered negative likelihood — suggesting that age adjusted cutoffs are less useful in prediction of low mortality in patients with NSC.
Apart from PE, VTE and increasing age, D-dimer levels are also elevated by various causes, including infections, trauma, aortic dissection,
cancer, and renal failure [15,16,42,43]. Furthermore, D-dimers were
shown to be a predictor in patients with CAP and sepsis [22,24–26].
However, the added prognostic value of D-dimer testing as compared
to a clinical score in CAP patients was limited [44].
The predictive power of D-dimer depicted in several additional yet
unrelated clinical scenarios supports the main ﬁnding of our study, as
non-survivors had signiﬁcantly higher D-dimer levels compared to
survivors in all studies cited [18–22,28,45].
Patients with NSCs such as “generalized weakness” account for up to
20% of all ED presentations in older ED patients [1]. These patients are at
risk of undertriage, due to their ambiguous symptoms [5]. In addition, a
previous study found that 59% of all patients with NSCs were diagnosed
with acute morbidity, short-term mortality was 6% [4]. Although the diagnostic accuracy in patients with NSCs is low, prediction of adverse
outcomes using clinician “gestalt” is possible to some degree [10,46].
However, for the purpose of safely identifying patients at risk of adverse
outcome, additional risk stratiﬁcation tools are needed. As opposed to
other novel stress biomarkers [47], D-dimers are readily available and
can be determined reliably, even with point of care devices, which
make immediate decisions possible.
The results of this study may be meaningful to practicing physicians
in several ways: They might be helpful in assisting the triage process of
Table 2
Model statistics and univariate and multivariate cox models for prediction of death within
30 days after presentation.
Model

n

Events Model
DF p-value
Chi-square

C-index

Age
Sex
ADL Katz Index
CCI
Log D-dimers
Age + sex
Age + sex + CCI
Log D-dimers + Katz ADL
Age + Sex + Katz ADL
Log D-dimers + sex + age
Log D-dimers + Katz ADL +

524
524
467
524
524
524
524
467
467
524
467

35
35
31
35
35
35
35
31
31
35
31

2.94
5.70
18.61
9.91
33.16
10.79
16.78
43.75
25.27
40.50
47.48

1
1
1
1
1
2
3
2
3
3
3

0.09
0.02
b0.001
0.0016
b0.001
0.0045
b0.001
b0.001
b0.001
b0.001
b0.001

0.55
0.59
0.68
0.63
0.78
0.63
0.67
0.80
0.71
0.77
0.79

Sex
Log D-dimers + Katz ADL +

467 31

49.28

4

b0.001

0.81

Sex + CCI
Katz ADL = activities of daily living, DF = degree of freedom, CCI = Charlson Comorbidity
Index. The model chi-square, degree of freedom and the p-value correspond to the model
likelihood ratio (LR) chi-square statistic.
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0.90

<0.5
>=0.5

0.70

patients with NSCs by identifying patients at low risk of short term mortality, when negative. This might be helpful for disposition decisions to
lower levels of care, such as geriatric community hospitals, in case of
low risk.
On the other hand, routinely obtaining D-dimers in a large population of patients with NSC could result in exposure to radiation and elevated costs due to subsequent imaging studies, as potentially
unnecessary testing for thromboembolism may be triggered.

0.85

0.914
0.395
1.510
0.217

0.80

Age-adjusted

0.971
0.235
1.270
0.121

0.75

0.5 μg/mL

Sensitivity
Speciﬁcity
Positive likelihood ratio
Negative likelihood ratio

Prob. of patients surviving

D-dimers

0.95

Table 3
Sensitivity, speciﬁcity, and likelihood ratios for different D-dimer cut-offs.

5. Limitations
Our cohort predominantly consisted of white, older patients of
European ancestry with speciﬁc triage levels (ESI 2 and 3) admitted to
two EDs in northwestern Switzerland. This limits the generalizability
of our results. Further, only in a minority of patients cause of death
was determined by autopsy, raising the possibility that pulmonary embolism could have been missed.
D-dimer levels could not be estimated in all participating patients,
therefore a potential selection bias cannot be ruled out completely.
However, the comparable outcomes between patients tested and not

0

5

10

15

20

25

30

Days
Fig. 1. Kaplan–Meier survival curves for 30-day survival in patients presenting to the ED
with NSCs grouped by cutoffs of D-Dimer (b0.5, ≥0.5 μg/mL).

tested do not suggest bias, and the large patient sample size recruited
consecutively from 2 centers also diminishes this possibility.
6. Conclusion

Table 4
Causes of death, D-dimer-levels (cutoff 0.5 μg/mL), ID — identiﬁcation number, BANC III
study = Basel non-speciﬁc complaints study, part III.
Patient Cause of death
ID
38
40
65
73
91
94
123
155
157
158
167
186
200
236
238
243
254
260
261
271
383
385
396
402
403
460
490
498
507
534
550
563
569
587
602

Bronchial cancer
Glioblastoma multiforme
Sudden cardiac death, known coronary artery
disease
Liver failure
Aortic valve stenosis
Heart failure
Bronchial cancer
Heart failure
Pneumonia
COPD
Pancreatic cancer
Sepsis due to diverticulitis
Heart failure
Heart failure
Heart failure
Pulmonary embolism
Pneumonia
Multi organ failure
Heart failure
Brain tumor of left hemisphere
Heart failure
Gastrointestinal bleeding
Heart failure
Pneumonia
Pneumonia
Heart failure
Pulmonary embolism
Pneumonia
Acute renal failure
Urosepsis
Pneumonia
Pneumonia
Pneumonia
Pneumonia
Anemia, intraabdominal bleeding

D-dimer-level Autopsy
[μg/mL]
7.99
0.60
0.30

No
No
No

1.96
1.31
3.41
0.99
5.75
6.17
2.13
3.28
4.15
18.28
1.98
1.47
10.01
9.92
1.27
2.80
0.95
1.53
20
2.54
4.68
4.68
3.7
3.41
3.32
7.33
6.65
0.68
3.59
10.26
4.06
20.00

No
No
No
No
No
Yes
No
No
No
No
No
No
No
No
Yes
No
No
No
No
No
Yes
No
Yes
No
Yes
No
No
No
No
No
No
No

D-dimer testing might be an effective risk stratiﬁcation tool in
patients with NSC by helping to identify patients at low risk of shortterm mortality. The application of age adjusted cut-off values for Ddimer tests in our patient sample slightly increased speciﬁcity at the
cost of sensitivity. Further studies are needed in order to prove that
physicians informed of the lower risk in these presentations behave
differently and are able to take quicker decisions in these notoriously
difﬁcult presentations.
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Summary
Background: If survival could be reliably predicted many patients could be safely managed outside of hospital in an ambulatory care setting.
Aim: Comparison of common laboratory findings, co-morbidities, mobility and vital signs as predictors of mortality of
acutely ill emergency department (ED) attendees.
Design: Prospective observational study.
Methods: Secondary analysis of 1334 consenting acutely ill patients attending a Danish ED.
Results: 67 (5%) out of 1334 patients died within 100 days. After logistic regression seven predictors of 100 days mortality
remained significant: an albumin level !34 gm/l, D-dimer level >0.51 mg/l, an Asadollahi score (based on admission laboratory data and age) "12, a platelet count <159 X 1000/ml, impaired mobility on presentation, a respiratory rate "30 bpm and
a Charlson co-morbidity index "3. Only 5 of the 442 without any of these variables died within 365 days. Only one of the 517
patients with a stable independent gait and normal d-dimer and albumin levels died within 100 days, none died within
30 days of assessment and 12 died within 365 days. Of the remaining 817 patients 66 (8%) died within 100 days.
Conclusion: These findings suggest that normal gait, albumin and d-dimer levels are the most parsimonious way of identifying low risk ED patients.

Introduction
If it were possible to reliably predict survival many patients
could be safely managed outside of hospital in an ambulatory

care setting.1 However, the great concern in any emergency department (ED) or acute hospital service is an unanticipated
death after discharge. Although breathlessness and nonspecific
symptoms such as weakness and fatigue are associated with
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Materials and methods
Study design
Prospective observational cohort study performed on adult
patients attending an ED according to the STROBE guidelines.19
This is a secondary analysis of a previously published study
that reported normal d-dimer levels identified patients at low
risk of 30-day mortality.18

Setting
The Hospital of South West Jutland, a 450-bed regional teaching
hospital in the region of Southern Denmark that serves approximately 220 000 inhabitants. Medical patients are referred to the
ED by general practitioners (GP), outpatient clinics, out-of-hours
GP service and emergency medical services.

Participants
All patients aged 18 years or older who required any blood sample on a clinical indication on arrival to the ED were eligible for
inclusion in the study. Participants were required to give written informed consent before enrollment. Patients incapable of
giving informed consent, e.g. language barriers or lacking mental capacity were excluded. Therefore, all patients included in
the study were alert and had a normal mental status. Patients
who did not have a blood sample available were excluded.
Patients could only be included in the study once.

Screening and inclusion
Three trained research assistants performed the screening and
inclusion process. All medical patients presenting to the ED
were screened for eligibility between the 24 April 2017 and 19
August 2017 7 days a week, except for those admitted between
10 pm and 1 am at which time it was not possible to obtain an
accurate d-dimer measurement. All eligible patients were
offered the information required to provide informed consent
and asked to participate.

Data collection
Presenting symptoms and signs
Each patient was asked if breathlessness or fatigue were
amongst their presenting complaints. Impaired mobility on
presentation (IMOP), a known predictor of mortality,5 was
defined as lack of a stable independent gait when first assessed.20 Therefore, all patients who had an unstable gait, needed
help to walk or were bedbound were deemed not to have a stable independent gait.
Co-morbid conditions
Each patient’s Charlson co-morbidity index was determined
from administrative data.
Vital signs
Vital signs were routinely collected upon presentation to the ED
and entered into the hospital database by the regular staff.
NEWS was calculated retrospectively from the hospital
database.21
D-dimer levels
D-dimers were measured in all consenting patients included in
the study. Plasma d-dimer was quantitatively measured using a
latex agglutination test [STA Liatest d-dimer (Diagnostica Stago,
Asnieres-sur-Seine, France)]. Citrate plasma for d-dimer estimation was obtained by centrifuging at 3500 rpm for 10 min.
As d-dimer levels can be ordered up to 10 h after the blood
sample is initially collected, we were able to include patients
who arrived at night. Therefore, patients who arrived between
10 pm and 1am could not be included.
Other laboratory results
All laboratory investigations ordered by the patients’ physicians
in the emergency room were analysed. The commonest investigations ordered were complete blood counts, blood glucose,
urea and electrolytes from which the Asadollahi score could be
calculated and serum albumin and CRP levels.
Outcome. Mortality within 365 days of ED attendance was
extracted from the Danish Civil Registration System for all
patients, which ensured 100% follow-up.22
Blinding. All clinicians providing direct care to patients were unaware of the ongoing study: the treating physician was only
given the d-dimer result if it had been ordered as part of the
routine care of the patient. This was done in order to avoid unnecessary investigations and treatment of thromboembolic disease that had not been suspected. All results were registered in
a confidential research database which could only be accessed
by the study investigators after the study was completed.
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mortality,2 severity of illness, functional status and co-morbid
conditions are the three factors generally recognized as the
major determinants of mortality.3 Vital signs, either alone or
aggregated into early warning scores, capture one aspect of disease severity4 and impaired mobility can reflect reduced functional status.5 The Charlson index assigns weighted scores to 17
co-morbidities6 and it can be quickly, easily and inexpensively
determined from administrative data.7 In addition a number of
predictive scores based on laboratory data,8 such as the
Asadollahi score calculated from the complete blood counts,
blood glucose, urea and electrolytes,9 and individual values
such serum albumin10 and C-reactive protein (CRP)11 have all
been proposed as predictors of outcome.
D-dimer levels are routinely used to rule out venous
thrombo-embolic disease.12 However, elevated d-dimers levels
have also been used to predict morbidity and all-cause mortality in both medical and surgical patients in intensive care units13,14 and in ED patients with nonspecific complaints.15
Furthermore, high d-dimer levels have been associated with
increased mortality in healthy adults independently of other
risk factors,16 and in a retrospective study of Danish ED patients
we found that none of the patients with a d-dimer <0.50 mg/l
and a National Early Warning Score (NEWS) ! 2 died within
30 days.17
A prospective study has confirmed that ED patients with low
d-dimer levels are unlikely to die.18 This paper reports a secondary analysis of this study’s data, which further examines the relationship between d-dimer levels and other variables usually
available in ED patients and their subsequent risk of mortality
up to 365 days after assessment. These variables included
breathlessness, fatigue, mobility, co-morbid conditions, vital
signs and common routinely ordered laboratory values.
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The study design was approved by the Danish Regional
Committee of Health Research Ethics (Identifier: S-20170005)
and the Danish Data Protection Agency (Identifier: Region
Syddanmark 2452). The study protocol was registered at
ClinicalTrials.gov 3 April 2017, before enrollment of patients
(ClinicalTrials.gov, Identifier: NCT03108807).

!34 gm/l, d-dimer level >0.51 mg/l, an Asadollahi score "12, a
platelet count <159 X 1000/ml, IMOP, a respiratory rate "30
breaths per minute and a Charlson index "3. The sum of the
adjusted odds to the nearest integer of each of these variables
was used to make a weighted predictive score, which had a c
statistic for death within 100 days of 0.882 SE 0.027 (Table 3).

Predictive model development
Statistical methods
Calculations were performed using Epi-Info version 6.0 (Center
for Disease Control and Prevention, USA). Numeric variables
were compared using Student’s t-test and categorical variables
were compared using Chi square analysis that applied Yates
continuity correction. The P-values for statistical significance
was 0.05. Continuous variables were converted into categorical
variables using the value with the highest Chi-square number
as the ‘cut off’.
Significant predictors of mortality on univariate analysis
that were not significant on multivariate analysis using logistic
regression were eliminated. Predictive logistic regression models were then built using Logistic software23: 100-day survival as
selected as the outcome for these models in order to have a sufficient number of events (i.e. at least 10 events per variable).24
Survival analysis was performed using the Online Application
for the Survival Analysis software (OASIS) available at http://sbi.
postech.ac.kr/oasis/surv/.25 Kaplan–Meier survival curves were
compared by the log-rank test. Receiver operating characteristic
(ROC) curves were constructed and the area under the curves
compared according to the method of Hanley and McNeil.26

Results
Participants
During the study period 1697 acutely ill patients attended the
hospital ED, required at least one blood sample to be performed
and consented to be included in the study. Of these 1334 (79%)
patients (the final study population) had a complete set of vital
signs recorded and the following laboratory investigations performed: hemoglobin, white cell count, neutrophil count, platelet
count, serum sodium, urea, creatinine, CRP, albumin and ddimer levels. Eight hundred and ninety of these patients (66.7%)
were admitted to hospital for a length of stay 4.7 SD 8.5 days: 67
(5%) patients died within 100 days of ED assessment, 11 patients
died while in hospital (mean length of stay 11.8 SD 7.3 days).

Identification of mortality predictors by univariate
analysis
There were significant differences between the values of survivors and those who died within 100 days for all the continuous
variables tested except for diastolic blood pressure, heart rate,
temperature, platelet count and blood sugar levels (Table 1). All
of the 27 categorical variables tested also showed significant unadjusted odds ratios for death within in 100 days apart from
breathlessness on presentation and abnormal temperatures
(Table 2).

Elimination of mortality predictors by multivariate
analysis
Odds ratio adjustment by logistic regression identified 7 clinically significant predictors of 100 day mortality: an albumin level

All the possible combinations of albumin levels, d-dimer levels,
the Asadollahi score, IMOP, respiratory rate and the Charlson
Index were tested in models that used two, three, four, five or
all six of these variables. In 23 models only one patient with a
score of zero died within 100 days and no patients died within
30 days: all these models contained d-dimer levels and IMOP as
variables (Table 4).
The model that identified the largest number of patients
with the lowest 100-day mortality only contained the three
variables of an albumin level <35 gm/l, a d-dimer level
>0.51 mg/l and IMOP. The addition of each predictor variable
increased the 100 days mortality exponentially, and Kaplan–
Meier survival curves for patients with zero, one, two and three
of the model’s predictor variables were all significantly different (Figure 1).

Causes of death
Only 5 patients died within 7 days of presenting to the ED, and
all were admitted to hospital: one with a score of two points
died within 24 h with the non-specific ICD10 code of Z03.4 (i.e.
Encounter for medical observation for suspected diseases and conditions ruled out) recorded at ED departure. Over the next 6 days
four more patients died with the following ICD10 codes
recorded on ED departure: pneumonia (J15.9) in one patient
with one predictive score point, ileus (K56.7) in one patient with
two points and of two patients with three points one was coded
as bradycardia (R00.1) and the other as respiratory arrest (R09.2).
The ICD10 codes on ED departure of all the patients who died
within 100 days of ED presentation are provided as
Supplementary Material.

365-day follow-up
After 1 year follow-up 12 of the 517 (2.3%) patients with normal
mobility, albumin and d-dimer levels died, compared with 131
(16%) of the remaining 817 patients. Only 5 of the 425 (1.1%)
patients with normal mobility, albumin and d-dimer levels, an
Asadollah score <12, a platelet count <159 X1000/ml, a respiratory rate <30 breaths per minute and a Charlson index <3 died
within a year, compared with 138 (15%) of the remaining 909
patients.

Discussion
Principle findings
This study found that a significant proportion of patients
attending an ED (39% of all patients) had a stable independent
gait and normal d-dimer and albumin levels. These patients
had a less than 0.2% change of dying within 100 days, none died
within 30 days of assessment and 12 (2.3%) died within a year.
Of the remaining 817 patients 66 (8.1%) died within 100 days, 32
(3.9%) within 30 days and 131 (16%) within a year.
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Table 1. Continuous variables tested
Died within 100 days (n ¼ 67)

Survived 100 days (n ¼ 1267)

P

Age (years)
Systolic blood pressure (mmHg)
Diastolic blood pressure (mmHg)
Heart rate (beats per minute)
Respiratory rate (breaths per min)
Oxygen saturation (%)
Temperature ($ C)
Glasgow Coma Scale
D-Dimer (mg/l)
NEWS
Length of hospital stay (days)
Urea (mmol/l)
Hemoglobin (mmol/l)
White Blood Cell count (X 1000/ml)
Platelet count (X1000/ml)
Sodium (mmol/l)
Blood sugar (mmol/l)
Albumin (gm/l)
C reactive protein (mg/l)
Creatinine (mmol/l)
Neutrophil count (X 1000/ml)
Asadollahi score
C reactive protein / Albumin ratio

73.9 SD 12.7
133 SD 25
77 SD 16
87 SD 24
21 SD 7
95 SD 5
37.1 SD 0.8
15.0 SD 0.2
3.3 SD 3.5
3.3 SD 2.8
6.6 SD 6.3
10.3 SD 7.1
7.3 SD 1.4
11.1 SD 5.7
242 SD 142
135 SD 6
7.3 SD 2.3
34.2 SD 4.7
75 SD 77
121 SD 116
8.5 SD 4.6
10.7 SD 4.6
2.0 SD 2.2

62.6 SD 18.3
139 SD 24
81 SD 14
83 SD 20
18 SD 4
97 SD 3
37.0 SD 0.7
15.0 SD 0.3
0.9 SD 1.6
1.6 SD 2.0
3.0 SD 7.3
6.6 SD 4.8
8.2 SD 1.2
9.1 SD 4.2
248 SD 86
137 SD 4
7.1 SD 2.9
39.8 SD 4.1
32 SD 63
90 SD 72
6.3 SD 3.8
5.9 SD 4.5
0.8 SD 1.6

0.0000001
0.03
0.06
0.07
0.0000001
0.0000001
0.79
0.69
0.0000001
0.0000001
0.00007
0.0000001
0.0000001
0.0001
0.61
0.00002
0.57
0.0000001
0.0000001
0.001
0.000004
0.0000001
0.0000001

Table 2. Categorical variables tested
Variable

OR

D-Dimer >0.51 mg/l
Respiratory rate "30 breaths per minute
Albumin !34 gm/l
Asdollahi score "12
Oxygen saturation <90%
CRP "45 mg/l
Admission to hospital
NEWS "5
Length of hospital stay "6 days
Hemoglobin <7.8 mmol/l
Urea "8.4 mmol/l
Sodium !130 mmol/l
IMOP
Neutrophil count "9.2 x1000/ml
Charlson Index "3
White blood cell count >12 x1000/ml
Creatinine "110 mmol/l
Platelets <159 X 1000/ml
NEWS "3
Age "70 years
Fatigue
Blood sugar "6.9 mmol/l
Heart rate >102 beats per minute
Systolic blood pressure <126 mmHg
Breathlessness
Temperature >38$ C
Temperature !36$ C

11.43
11.10
10.30
6.18
5.99
5.65
5.37
4.94
4.82
4.47
4.39
4.37
4.35
4.16
4.14
3.82
3.59
3.55
3.31
3.08
2.24
2.17
2.12
2.10
1.83
1.23
0.36

95% CI

95% CI

Chi-square

4.95
4.74
5.93
3.60
2.38
3.31
2.19
2.77
2.81
2.58
2.58
2.14
2.46
2.41
2.43
2.22
2.07
1.94
1.95
1.75
1.06
1.28
1.15
1.24
0.99
0.46
0.02

27.77
25.63
17.90
10.62
14.62
9.69
14.00
8.78
8.28
7.80
7.49
8.81
7.74
7.17
7.05
6.57
6.21
6.47
5.62
5.49
4.61
3.67
3.85
3.56
3.36
3.07
2.51

54.17
50.83
106.98
59.17
19.34
53.36
17.64
37.94
41.67
35.81
37.13
20.48
32.10
32.64
34.05
28.47
24.78
20.11
23.34
17.57
4.70
9.03
6.24
8.15
3.75
0.05
0.52

P
<0.0000001
<0.0000001
<0.0000001
<0.0000001
0.00001
<0.0000001
0.00003
<0.0000001
<0.0000001
<0.0000001
<0.0000001
0.000006
<0.0000001
<0.0000001
<0.0000001
<0.0000001
0.000001
0.00001
0.000001
0.00003
0.03
0.003
0.01
0.004
0.053
0.82
0.47

NEWS ¼ National Early Warning Score.

Strengths and weaknesses
This single-center study performed in a Danish ED, systematically assessed the association of mortality with d-dimer and

impaired mobility along with the other variables commonly collected at an ED visit. A major strength of the study is that the
Danish registries provided complete follow-up on all the
patients. The main limitation is its small size. Nevertheless,
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Table 3. Logistic regression––only variables with statistically significant adjusted odds ratios for 100 days mortality
Adjusted odds ratio (95% CI)

Albumin !34 gm/l
D-dimer >0.51mg/l
Asadollahi score "12
IMOP
Respiratory rate "30 breaths per minute
Charlson index "3
Platelets <159 X 1000 ml
Hosmer–Lemeshow statistic: P 0.55

Model score

P

4.27 (2.43–7.52)
4.45 (1.93–10.28)
2.65 (1.49–4.71)
2.04 (1.13–3.69)
6.29 (2.60–15.21)
1.83 (1.04–3.23)
2.20 (1.17–4.13)

0.0000
0.0005
0.0009
0.0188
0.0000
0.0360
0.0141

4
4
3
2
6
2
2

IMOP ¼ impaired mobility on presentation.

Table 4. Sensitivity, specificity, positive predictive value (PPV), negative predictive value (NPV) of the 23 models when zero points were present
Model
AL-DD-IM
AL-DD-IM-RR
DD-AS-IM
DD-IM-PT
DD-AS-IM-RR
DD-IM-RR-PT
AL-DD-AS-IM
AL-DD-IM-PT
AL-DD-AS-IM-RR
AL-DD-IM-RR-PT
DD-AS-IM-PT
DD-AS-IM-RR-PT
AL-DD-AS-IM-PT
AL-DD-AS-IM-RR-PT
AL-DD-IM-RR-CH
DD-AS-IM-RR-CH
AL-DD-AS-IM-CH
AL-DD-AS-IM-RR-CH
DD-IM-CH-PT
AL-DD-IM-RR-CH-PT
DD-AS-IM-RR-CH-PT
AL-DD-AS-IM-CH-PT
AL-DD-AS-IM-RR-CH-PT

Sensitivity

Specificity

0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851
0.9851

0.4071
0.4032
0.3960
0.3923
0.3921
0.3899
0.3889
0.3875
0.3850
0.3844
0.3765
0.3741
0.3710
0.3686
0.3589
0.3526
0.3494
0.3478
0.3481
0.3433
0.3386
0.3354
0.3346

PPV

NPV

LRþ

LR& ve

100-day mortality (%)

Proportion (%)

Total

No died

0.0809
0.0804
0.0795
0.0789
0.079
0.0787
0.0787
0.0784
0.0782
0.0780
0.0771
0.0768
0.0765
0.0762
0.0753
0.0746
0.0742
0.0741
0.074
0.0735
0.0730
0.0727
0.0726

0.9981
0.9980
0.9980
0.9980
0.9980
0.9980
0.9980
0.9980
0.9980
0.9980
0.9979
0.9979
0.9979
0.9979
0.9978
0.9978
0.9977
0.9977
0.9977
0.9977
0.9977
0.9977
0.9976

1.66
1.65
1.63
1.62
1.62
1.61
1.61
1.61
1.6
1.60
1.58
1.57
1.57
1.56
1.54
1.52
1.51
1.51
1.51
1.50
1.49
1.48
1.48

0.04
0.04
0.04
0.03
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04
0.04

0.19
0.20
0.20
0.20
0.20
0.20
0.20
0.20
0.20
0.20
0.21
0.21
0.21
0.21
0.22
0.22
0.23
0.23
0.23
0.23
0.23
0.23
0.24

38.76
38.38
37.63
37.33
37.26
37.11
37.03
36.81
36.66
36.58
35.83
35.61
35.23
35.08
34.18
33.58
33.28
33.13
33.13
32.68
32.23
31.93
31.86

517
512
502
498
497
495
494
491
489
488
478
475
470
468
456
448
444
442
442
436
430
426
425

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

Only one patient with a score of zero in any of these models died within 100 days.
LRþ ve ¼ positive likelihood ratio; LR& ve ¼ negative likelihood ratio. AL ¼ albumin !34 gm/l; DD ¼ d-dimer >0.51 mg/l; IM ¼ impaired mobility on presentation; AS ¼
Asadollahi score "12; RR ¼ respiratory rate "30 breaths per minute; CH ¼ Charlson Index "3; PT ¼ platelet count <159 X 1000 ml. Total ¼ total number of patients with
zero points. Proportion is the proportion of final study population of 1334 patients with a score of zero points.

there were just enough deaths after 100 days to allow multivariate analysis to identify and examine the seven significant predictors of mortality.24 However some variables, especially those
with values above and below a normal range associated with
death, could not be adequately tested. For example, none of our
patients presented with hypoglycemia, only five had a temperature below 35.5$ C, only 21 with a heart rate below 50 beats per
minute, only 6 had a respiratory rate below 12 breaths per
minute.
The cohort contained only patients who required a blood
sample on clinical indication. Patients needed to give their
informed consent before enrollment which made it impossible
for patients with altered mental status to participate. The other
major limitation of this study is that the only outcome examined was death. No attempt was made to examine morbidity,
quality of life, relief of pain, suffering or anxiety, or other outcomes that may be important to both patients and physicians.
It is also important to note that every patient may have received
some form of treatment, which might have prevented death.

Interpretation
These findings must be independently validated and compared against clinician ‘gestalt’. In order to be of clinical value
a score designed to identify patients at no risk of death must
be as sensitive as possible (i.e. always negative in patients who
do not die). It could be argued that the low mortality of the
study cohort is attributable to life-saving interventions provided in the ED. Review of the diagnoses made in the ED in
patients who died (Supplementary Material) makes this possibility unlikely: of the 67 patients who died within 100 days 14
(21%) had a non-specific diagnosis made in the ED, two had a
complication of treatment and some of the specific diagnoses
made were trivial and unlikely to have been related to subsequent mortality (e.g. olecranon bursitis, syncope, gastroenteritis etc.). It is of note that of the 6 patients who died within
100 days who were not admitted 4 had 2 or more predictive
score points, and 3 had breathing problems. Nevertheless,
since the overall mortality of our patients is low, our results
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for two points, and 31.3% for three points.

should be interpreted with caution as they may not be applicable to other patient populations. As there will be only a small
number of events, and one more or less death might have a
major impact, studies to identify universally reliable and valid
predictors of survival in acutely ill patients will have to be large
and require the cooperation of as many and varied health
facilities as possible.
We found the d-dimer level with the highest Chi-square for
100 days mortality was very close the standard ‘cut-off’ of
0.5 mg/l. Since age was eliminated as a significant predictor of
mortality by logistic regression, an age adjustment is unlikely
improve d-dimer’s prediction of either mortality or survival.

Generalizability
In this study, although none of the 443 patients discharged (33%
of the total) died within 7 days, 3 (0.7%) died within 30 days. If
the decision to admit had been based on the patients’ mobility,
serum albumin and d-dimer levels instead of clinical judgement, 39% would have been discharged and none of them
would have died within 30 days. However, the discharge of the 3
patients who died within 30 days might have been entirely appropriate if they were receiving palliative care at home, and
hospital admission would have had nothing further to offer
them. Moreover, all physicians can think of good reasons why a
patient with normal gait, d-dimer and albumin levels should be
admitted to hospital: no physician would send home a young
patient with a headache who has an evolving sub-arachnoid
hemorrhage and will be alive at 100 days but with gross
morbidity.
Unlike clinical judgement, albumin and d-dimer levels are
easy to interpret, but would never be the only laboratory tests
needed in an ED evaluation. In clinical practice other laboratory
tests, such as those included in the Asadollah score, will provide
important diagnostic information to guide clinical management. Although nearly 30% of the patients admitted to hospital
in this study had no predictor variables, many reasons may

have mandated their admission: 20% had a NEWS "3, pain and
other symptoms may have required prompt relief, some treatments may only have been available in hospital and some
patients may have needed admission because care at home had
become impossible and/or palliative care may have been
required.27 Nevertheless, we believe that it is probable that
many of the patients admitted, especially those with normal
mobility, might have been safely managed outside of hospital
had their physicians been sure they had no risk of dying or severe morbidity.
Unfortunately, many clinicians have difficulty grasping
the concept that d-dimer is a sensitive, but not a specific
test. It can be elevated in far more conditions than
venous thrombo-embolic disease, such as infection, syncope,
heart failure, trauma, cancer, arterial diseases including
thrombosis and dissection, renal disease, liver disease,
bleeding and disseminated intravascular coagulation.28,29
Therefore, a considerable amount of professional education
may be required before d-dimer could be introduced as a test
on every patient.

Conclusion
This prospective study with 100% patient follow-up found that
none of 516 acutely ill patients attending an ED with a stable independent gait and normal d-dimer and albumin levels died
within 30 days, and only one (0.19%) died within 100 days. These
patients represented 39% of ED attendees during the study
period. Of the remaining 816 patients 66 (8.1%) died within
100 days. However, further studies are needed to confirm these
findings, and ensure that these variables also identify patients
at low risk of preventable morbidity who could be safely managed outside of hospital.

Supplementary material
Supplementary material is available at QJMED online.
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Figure 1. Kaplan-Meier 100 days survival curve of a predictive model that provided one point for each of the following predictor variables: albumin <35 ml/l, d-dimer
>0.51 mg/l, and IMOP. All four survival curves were all significantly different. The 100 day survival was 0.19% for a model score of zero points, 3.4% for one point, 9.4%
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Summary
Objective: To determine the ability of a normal D-dimer level (<0.5 mg/l) to identify emergency department (ED) patients at
low risk of 30-day all-cause mortality.
Design: In this prospective observational study, D-dimer levels of adult medical patients were assessed at arrival to the ED.
Data on 30-day survival status were extracted from the Danish Civil Registration System with complete follow-up.
Setting: The Hospital of South West Jutland.
Patients: All patients aged 18 years or older who required any blood sample on a clinical indication on arrival to the ED.
Participants were required to give written informed consent before enrollment.
Main results: The study population of 1 518 patients with median age 66 years of which 49.4% were female. Of the
791 (52.1%) patients with normal D-dimer levels, 3 (0.4%) died within 30 days; one death resulted from an unrelated
traumatic accident. Of the 727 (47.9%) patients with abnormal D-dimer levels (!0.50 mg/l), 32 (4.4%) died within 30 days.
Patients with normal D-dimer levels had a significantly lower 30-day mortality compared to patients with abnormal Ddimer levels (odds ratio 0.08, 95% CI 0.02–0.28): of the 35 patients who died within 30 days, 19 (54.3%) had normal or near
normal vital signs when first assessed.
Conclusion: Normal D-dimer levels identified patients at low risk of 30-day mortality. Since most patients who died within
30 days presented with normal or near normal vital signs, D-dimer levels appear to provide additional prognostic
information.
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Introduction

Materials and methods
Study design: prospective observational cohort study performed
on adult patients attending an ED.
Setting: the Hospital of South West Jutland, a 450-bed regional teaching hospital in the region of Southern Denmark that
serves "220 000 inhabitants. Patients are referred to the ED by
general practitioners (GP), outpatient clinics, out-of-hours GP
service and emergency medical services.
Participants: all patients aged 18 years or older who required
any blood sample on a clinical indication on arrival to the ED
were eligible for inclusion in the study. Participants were asked
for written informed consent before enrollment. Patients incapable of giving informed consent (e.g. language barriers or lacking mental capacity) were excluded. Patients could only be
included in the study once.
Screening and inclusion: three trained research assistants performed the screening and inclusion process. All medical
patients presenting to the ED were screened for eligibility between the 24 April 2017 and 19 August 2017 between 10 am and
10 pm, 7 days a week.

Data collection
Vital signs: vital signs were routinely collected upon presentation
to the ED and entered into the hospital database by the regular
staff. Vital sign changes were determined using the National
Early Warning Score (NEWS) [4]: patients with an NEWS <3 were
considered to have normal or near normal vital signs.
D-dimer levels: D-dimers were measured in all consenting
patients included in the study. Plasma D-dimer was quantitatively measured using a latex agglutination test (STA Liatest
D-dimer; Diagnostica Stago, Asnieres-sur-Seine, France).
As D-dimer levels can be ordered up to 10 h after the blood sample is initially collected, patients who arrived between 10 pm
and 1 am could not be included.
Patient outcomes: ICD10 discharge codes were extracted from
the patients’ medical records and 30-day survival status from
the Danish Civil Registration System for all patients to secure
complete 100% follow-up.11

Ethics
The study design was approved by the Danish Regional
Committee of Health Research Ethics (Identifier: S-20170005) and
the Danish Data Protection Agency (Identifier: Region Syddanmark
2452). The study protocol was registered at ClinicalTrials.gov 3
April 2017, before enrollment of patients (ClinicalTrials.gov,
Identifier: NCT03108807). The results are reported in accordance
with the STROBE guidelines.12

Statistics
Calculations were performed using Epi-Info version 6.0 (Center
for Disease Control and Prevention, USA). Numeric variables
were compared using Student’s t-test and categorical variables
were compared using Chi-square analysis that applied Yates
continuity correction. The P-values for statistical significance
were 0.05. Continuous variables were converted into categorical
variables using the value with the highest Chi-square number
the ‘cut off’. Survival analysis was performed using the Online
Application for the Survival Analysis software (OASIS) available
at http://sbi.postech.ac.kr/oasis/surv/.13 Kaplan–Meier survival
curves were compared by the log-rank test.

Results
The study population was 1518 patients and 35 patients (2.3%)
died within 30 days: the median time to death from the time of
inclusion was 18.5 (range: 1–29, IQR 12–24) days. Most patients
had normal or near normal vital signs on presentation (i.e.
NEWS <3), as did 19 (54.3%) of those who died. Patients who
died were older and had higher D-dimer levels than survivors;
more of the patients who died were men than women, but this
was not statistically significant (Table 1).

Table 1. Baseline demographics for all patients, 30-day survivors
and 30-day non-survivors
Characteristics

Age (years)
Median (IQR)
Min–max
Sex
Female, n (%)
Male, n (%)
D-dimer (mg/l)
Median (IQR)
Min–max
NEWS
Median (IQR)
Min–max

All patients
n ¼ 1518

30-Day
survivors
n ¼ 1482 (97.6%)

30-Day
non-survivors
n ¼ 36 (2.4%)

66 (52.0–77.0)
18–97

66 (51.0–76.0)
18–97

77.5 (69.5–86.0)
51–94

750 (49.4)
768 (50.6)

735 (49.6)
747 (50.4)

15 (41.7)
21 (58.3)

0.5 (0.2–1.2)
0–20

0.5 (0.2–1.1)
0–20

2.3 (1.3–6.9)
0.11–20

1 (0–2)
0–11

1 (0–2)
0–11

2 (1–6)
0–9

IQR, interquartile range; min–max, minimum to maximum value; n, patient number.
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The great concern in any emergency department (ED) or acute
hospital service is the risk of unanticipated death after discharge.1,2 Risk stratification of ED patients is commonly based
on vital signs and presenting symptoms.3,4 However, additional
tools, such as laboratory investigations, may be needed to ensure safe discharge. Although D-dimers are routinely used to
rule out thromboembolic diseases,5 high D-dimer levels have
been associated with increased rates of mortality in healthy
adults independently of other risk factors.6 Moreover, D-dimer
levels have also been used to predict morbidity and all-cause
mortality in both medical and surgical patients in intensive care
units,7,8 and in ED patients with nonspecific complaints.9
In a retrospective study of Danish ED patients, we found that
no patients with a D-dimer <0.50 mg/l and normal or near normal
vital signs died within 30 days.10 This study was limited by only
including patients who had a D-dimer level measured if it was
indicated as part of the diagnostic investigation and, therefore,
included patients that were not representative of all medical
patients seen in an ED. In this study, we prospectively examined
D-dimer levels as a predictor of 30-day mortality in a cohort of
unselected acutely ill patients attending a Danish hospital’s ED.

Blinding: the treating physicians were unaware of the study
while it was ongoing, and were only given the D-dimer result if
it had been ordered as part of the patients’ care. This was done
to avoid unnecessary investigations and treatment of potential
thromboembolic disease that had not been suspected. All
results were registered in a confidential research database that
could only be accessed by the study investigators after the study
was completed.
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261 patients and respiratory disease (ICD10 code J00-J99) in 199
patients. These four ICD10 groupings accounted for 71% of all
patients and 51% of all deaths. Sixteen patients (1%) were diagnosed with pulmonary embolus and one (6.3%) died.
Table 2 shows the differences in patient characteristics between those with a positive and negative D-dimer. Patients with
an abnormal D-dimer were more likely to die within 30 days
and they had worse survival curves: no patients with a D-dimer
<0.50 mg/l died within 14 days of ER assessment (Figure 1). Out
of the 791 (52.1%) patients with a D-dimer <0.50 mg/l only 3

Table 2. Differences in patient characteristics between those with a positive and negative D-dimer
All
Number
Female, n (%)
Age, median (IQR)
Death at 30 days, n
NEWS, median (IQR)
Length of stay, days median (IQR)
Charlson score, median (IQR)
Any cancer diagnosis within 5 years prior to inclusion, n (%)

1518
768 (50.6%)
66 (52–77)
35 (2.3%)
1 (0–2)
1 (0–4)
1 (0–2)
234 (15.4%)

Positive D-dimer

Negative D-dimer

P-value

727
374 (51.4%)
72 (60–80)
32 (4.4%)
1 (0–3)
2 (0–5)
1 (0–3)
144 (19.8%)

791
394 (49.8%)
60 (47–72)
3 (0.4%)
0 (0–2)
1 (0–2)
0 (0–2)
90 (11.4%)

0.53
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

Figure 1. Overview of all patients presenting to the ED: numbers screened, included, excluded and reasons for exclusion.
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The majority of patients had medical conditions: 795 (52.4%)
had general medical complaints, 490 (32.3%) cardiac complaints,
217 (14.3%) neurological disorders and only 16 (1.1%) were
deemed non-medical. Six hundred and nineteen patients (41%
of the total) were discharged without a definite diagnosis and 11
of them (1.8%) died within 30 days: 329 had a factor influencing
health status (ICD10 code Z00-Z99) and 290 had symptoms,
signs or laboratory abnormalities not classified elsewhere
(ICD10 code R00-R99). The two commonest definite discharge
diagnoses made were circulatory disease (ICD10 code I00-I99) in
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be used to risk assess ED patients as 19 of the 35 (54%) patients
who died within 30 days presented with normal or near normal
vital signs. Of the three out of 791 patients with low D-dimer
levels who died, two were known to have metastatic cancer and
the third died from an unforeseeable traumatic accident. Other
studies of D-dimer levels in ED patients have focused on identifying patients at high risk of mortality.5,7 The only other study
that prospectively evaluated the use of D-dimer levels to identify low risk ED patients was on patients with nonspecific complaints such as generalized weakness: it also found an
association between low D-dimer levels and reduced 30-day
mortality.9

Discussion

Strengths

Principle findings

The major strength of the study is the complete follow-up on all
patients. The other strength is that the study was not confined
to patients with suspected venous thromboembolic disease: the
majority of patients either had no definite discharge diagnosis
made or was suffering from circulatory or respiratory disease.

This prospective study shows that low D-dimer levels identified
patients at low risk of 30-day mortality, confirming the findings
of our previous retrospective study.10 Vital signs alone cannot

Table 3. Demographic information for all 36 patients who suffered 30-day mortality sorted by low to high D-dimer levels
Patient

D-dimer
(mg/l)

NEWS

Age
(years)

Primary complaint at arrival

Final diagnosis per medical records

1
2
3
4
5
6
7
8
9
10

<0.5
<0.5
<0.5
0.5–2
0.5–2
0.5–2
0.5–2
0.5–2
0.5–2
0.5–2

0–1
2–6
0–1
0–1
2–6
0–1
2–6
0–1
2–6
2–6

50–59
70–79
80–89
70–79
80–89
80–89
70–79
70–79
90–99
70–79

Dyspnea
Nausea
Edema
Dyspnea
Bleeding
Chest oppression
Dyspnea
Fatigue
General deterioration
Laboratory abnormalities

11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36

0.5–2
0.5–2
0.5–2
2–5
2–5
2–5
2–5
2–5
2–5
2–5
2–5
2–5
2–5
2–5
2–5
5þ
5þ
5þ
5þ
5þ
5þ
5þ
5þ
5þ
5þ
5þ

7þ
7þ
2–6
2–6
0–1
2–6
2–6
0–1
2–6
2–6
7þ
2–6
2–6
2–6
0–1
0–1
2–6
0–1
0–1
7þ
0–1
2–6
2–6
0–1
0–1
2–6

80–89
90–99
60–69
50–59
80–89
80–89
70–79
60–69
80–89
80–89
50–59
70–79
80–89
60–69
80–89
90–99
50–59
70–79
80–89
60–69
50–59
80–89
70–79
70–79
70–79
80–89

Dyspnea
Chest pain
Fatigue
Abdominal pain
Generalized weakness
Dyspnea
Edema
Dizziness
Dyspnea
Generalized weakness
Swollen arm
Abdominal pain
Dyspnea
Dyspnea
Back pain
Abdominal pain
Headache
Chest pain
General deterioration
Dyspnea
Dyspnea
No complaints
General deterioration
Abdominal pain
Headache
Dyspnea

Dyspnea
Pancreatic cancer with liver metastases
Lung cancer with liver metastases
Chronic bleeding anemia
Colon polyp
Suspicion of lung tumor
Bacterial pneumonia
Heart failure
Pneumonia
Chronic obstructive pulmonary disease
with acute exacerbation
Bacterial pneumonia
Stroke
Lung cancer
Ileus
Acute duodenal ulcer with bleeding
Stroke
Acute kidney failure
Bacterial infection
Anemia
Pulmonary embolism
Cellulitis
Pneumonia
Pulmonary embolism
Heart failure
Prostate cancer with metastases
Suspected illness or condition
Convulsions
Suspicion of myocardial infarction
Neutropenic fever of cytostatic treatment
Hepatocellular carcinoma with metastases
Dyspnea
Bradycardia
Acute myeloid leukemia
Tumor of the digestive tract
Pancreatic cancer
Hyperglycemia

Time to
death (days)
20–29
20–29
10–19
10–19
20–29
20–29
10–19
10–19
0–9
10–19
0–9
10–19
20–29
0–9
10–19
10–19
20–29
20–29
20–29
10–19
10–19
20–29
0–9
20–29
20–29
20–29
20–29
0–9
10–19
0–9
10–19
0–9
10–19
20–29
10–19
10–19
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died (0.4%) within 30 days compared with 32 (4.6%) of the 727
(47.9%) patients with a D-dimer !0.50 mg/l (OR 0.08, 95% CI
0.02–0.27). The sensitivity for 30-day mortality for a D-dimer
!0.5 mg/l was 91.4%, the negative likelihood ratio of a negative
D-dimer test was 0.16 (95% CI 0.05–0.48) and, in this population,
the negative predictive value was 99.6%. Of the three deaths of
patients with D-dimer <50 mg/l two occurred in patients with
metastatic cancer, and one patient died from a traumatic accident that occurred 24 days after discharge (Table 3).
Nine hundred and sixty-one (63.3%) patients had a length of
stay of 1 day or more reflecting admission from the ED. Of these
patients, 423 (44.0%) had a negative D-dimer; 53.5% of patients
with a negative D-dimer were admitted (Figures 2 and 3).
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We chose a standard cut-off for D-dimer levels of 0.50 mg/l, but
this might not have been optimal. Patients needed to give their
informed consent before enrollment, which made it impossible
for patients with altered mental status to participate. It is important to note that every patient received treatment, which
might have prevented death within the initial 30 days.

Interpretation and clinical applicability

Figure 3. Kaplan–Meier survival curves for 30-day survival status for all 1518
patients stratified into 4 groups by low or high D-dimer level (<0.5, !0.5 mg/l)
and low or high NEWS ( % 2, !3). Patients with a low D-dimer and a NEWS !3
had the same 30-day survival as those with a low D-dimer and a NEWS %2 (log
rank P 0.41). Patients with a high D-dimer and a NEWS !3 had a lower 30-day
survival than those with a high D-dimer and a NEWS %2 (log rank P 0.02).

Only 16 patients were diagnosed with pulmonary embolus and
only one of them died.

Limitations
There are several limitations to this study. It is a single-center
study performed in a Danish ED. The cohort consists only of
patients who required a blood sample on clinical indication.

How D-dimer predicts survival is not explained by this study.
However, if confirmed by larger multi-centered studies, our
findings imply that D-dimer levels should be used more often in
clinical practice to ensure safer ED discharges. Currently, Ddimer testing is mostly used to rule out of venous thromboembolic disease in low or intermediate risk patients.9 More extensive use of D-dimer levels in emergency patients has been
proposed,14 but has not been widely adopted. The test is quick
and inexpensive and a low level makes death unlikely. However
an abnormal D-dimer level neither predicts death (i.e. 693
patients with a D-dimer !0.5 mg/l did not die) nor any particular
diagnosis (i.e. it is a nonspecific test). Therefore, D-dimer can be
elevated by many different factors and conditions.15
Unfortunately many clinicians have difficulty grasping the concept that D-dimer is a sensitive, but not a specific test.
Therefore, in addition to confirmatory larger studies, a considerable amount of professional education may be required before
D-dimer could be used wisely as a routine test.

Conclusion
Normal D-dimer levels identified patients at low risk of 30-day
mortality. Since most patients who died within 30 days
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Figure 2. Flow chart of survival status after 30 days of all 1518 patients stratified by D-dimer level (<0.5, !0.5 mg/l) and NEWS ( % 2, !3).
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presented with normal or near normal vital signs, D-dimer levels appear to provide additional prognostic information.
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