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Pneumonia is an infection in the lower 
respiratory tract in which the inflammatory 
process leads to accumulation of fluid in the 
airspaces which interferes with gas exchange, 
leading to the typical symptoms of tachypnoea, 

increased work of breathing, hypoxia, and 
cough.1

Pediatric pneumonia is associated with 
significant morbidity and mortality worldwide, 
accounting for around 15% of deaths in children 
under the age of five years.2

Pneumonia is classified into community-
acquired pneumonia (CAP) and hospital-
acquired pneumonia (HAP). HAP is defined 
as pneumonia which is not incubating at the 
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ABSTRACT

Background. Soluble urokinase plasminogen activator receptor (suPAR) is an emerging biomarker in different 
clinical disorders but data in pediatric pneumonia is scarce. Our objective was to assess utility of suPAR in 
pediatric community-acquired and hospital-acquired pneumonia. 

Methods. A prospective observational study including 120 hospitalized pneumonia patients and 55 healthy 
controls. Patients fell into two groups: community-acquired pneumonia (CAP) group (75 patients) and hospital-
acquired pneumonia (HAP) group (45 patients). CAP severity scores were calculated, including Predisposition, 
Insult, Response, Organ dysfunction modified (PIROm) score and Pediatric Respiratory Severity (PRESS) Score. 
suPAR was measured to CAP patients on admission and to HAP patients on the day of pneumonia diagnosis. 
suPAR was also measured to controls.

Results. suPAR was higher among the whole patient cohort compared with controls (p<0.001) and higher 
among CAP group compared with both controls (p<0.001) and HAP group (p<0.001). No significant difference 
was found between HAP and control groups. suPAR was higher among CAP patients with shock, PICU 
admission, mechanical ventilation, and death (p=0.013, 0.044, 0.019, 0.049 respectively). Among CAP patients, 
suPAR correlated with oxygen saturation, pulse rate, respiratory rate, PRESS, and PIROm. suPAR had area 
under Receiver Operating Characteristic Curve=0.68 for prediction of severe CAP. Among HAP group, suPAR 
was negatively correlated with oxygen saturation (rs=-0.31; p=0.048) and was higher among patients with 
shock (p=0.005) and among those with increased pediatric Sequential Organ Failure Assessment (pSOFA) score 
(p=0.034).

Conclusions. suPAR is promising for diagnosing pediatric CAP but not HAP. suPAR predicted illness severity 
in both CAP and HAP but performed better in the former. 
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time of hospital admission and occurs more 
than 48 hours after admission.3 Usage of the 
term HAP is inconsistent: some use it to refer 
to any pneumonia that develops in the hospital, 
including ventilator-associated pneumonia 
(VAP)4, while others use the term to refer 
specifically to pneumonia that develops in the 
hospital without an association with mechanical 
ventilation.3 According to the latter view, HAP 
and VAP are mutually exclusive entities. 

Although both CAP and HAP represent 
infections of the lung parenchyma, major 
differences exist between them in terms of the 
causative pathogens, risk factors, diagnostic 
criteria, treatment options, and prognosis. 

Physicians need objective tools for diagnosing 
pneumonia, assessing its severity, and 
predicting its outcome. Soluble urokinase 
plasminogen activator receptor (suPAR) has 
recently emerged as a promising candidate. 

suPAR is produced by cleavage of urokinase 
plasminogen activator receptor (uPAR) from 
cell surface.5 uPAR is a membrane receptor 
expressed on monocytes, macrophages, 
activated T-lymphocytes, and natural killer 
cells. It binds urokinase plasminogen activator 
(uPA) and its precursor (pro-uPA). After 
association with uPAR, pro-uPA is converted 
to the active enzyme uPA which subsequently 
activates plasminogen to generate plasmin, 
producing broad-spectrum proteolytic activity.6 

uPAR was found to play a role in cell adhesion, 
chemotaxis, and migration. It can form 
complexes with the β2-integrin CD11b/ CD18, 
thereby modulating the migration-promoting 
activity. suPAR, similarly, has chemotactic 
properties.5,7

suPAR was found to possess diagnostic and 
prognostic roles in various clinical disorders 
associated with immune system activation like 
liver diseases, renal diseases, systemic lupus 
erythematosus, psoriasis, and malignancy.8 
Furthermore, suPAR proved to be a useful 
biomarker in sepsis, tuberculosis, malaria, and 

human immunodeficiency virus.5 Nevertheless, 
studies investigating the role of suPAR in 
pediatric pneumonia are rare, particularly in 
pediatric HAP, where the topic has not been 
studied before. The aim of the present study 
was to assess the diagnostic and prognostic 
values of suPAR in pediatric pneumonia. 

Material and Methods

This was a prospective observational study 
conducted on 120 patients admitted into the 
Pediatric Intensive Care Unit (PICU) and the 
pediatric inpatient ward of a university hospital. 
The study protocol was approved by the local 
ethical committee and a written informed 
consent was obtained from parents.

The study was conducted on children with 
pneumonia from the age of one month to 15 
years. Two patient groups were recruited: the 
first included children hospitalized with a 
diagnosis of CAP while the second included 
children with HAP. Besides, 55 healthy children 
served as a control group.

CAP was diagnosed in the presence of signs 
and symptoms of lower respiratory tract 
infection in a previously healthy child, in 
association with pulmonary infiltrate on chest 
radiograph, provided that the infection was 
acquired outside the hospital. Patients with 
CAP were hospitalized and admitted into the 
PICU according to specific criteria.9

For the CAP group, exclusion criteria were age 
<1 month or >15 years; co-existence of another 
infection with CAP; cough for >14 days; acute 
bronchiolitis; suspected tuberculosis; chronic 
respiratory disorders (e.g., persistent asthma, 
cystic fibrosis, foreign body aspiration, 
congenital lung anomalies, chronic aspiration; 
or immune deficiency disorders). Patients who 
reported history of previous episodes of CAP 
were not excluded from the study if the number 
of these episodes was ≤ two and the patient had 
been symptom-free for> 14 days after the last 
episode. 



El-Mekkawy MS, et al Turk J Pediatr 2022; 64(1): 98-109

The Turkish Journal of Pediatrics ▪ January-February 2022100

CAP severity was assessed on admission 
according to revised World Health Organization 
(WHO) criteria for children aged 2 months 
to 5 years10; Respiratory Index of Severity in 
Children (RISC) score for children <2 years11; 
Pediatric Respiratory Severity Score (PRESS) 
for patients up to 15 years12; and Predisposition, 
Infection, Response and Organ failure (PIROm) 
score for patients up to 15 years.13

Patients with HAP included 2 subgroups: (1) 
“VAP”: defined as pneumonia that occurred >48 
hours after endotracheal intubation. (2) “Non-
ventilator HAP”: defined as pneumonia that 
developed >48 hours after hospital admission 
in the absence of endotracheal intubation. 

Patients initially hospitalized for non-
respiratory infections (like meningitis), then 
developed HAP, were not included in the study 
unless signs of active infection had disappeared, 
and their C-reactive protein (CRP) levels 
had become negative. Co-existence of other 
hospital-acquired infections with HAP was 
another exclusion criterion. Patients initially 
hospitalized for pneumonia, then improved but 
later developed HAP, were not included in the 
study except after 14 days of admission, which 
is the “repeat infection timeframe” necessary of 
an infection of the same type to be considered a 
new event.14

For patients who developed several episodes 
of VAP, only the first one was included in the 
study.

Diagnosis of HAP in the present study was 
made on clinical grounds, according to the 
Center for Disease Control (CDC) criteria for 
clinically defined pneumonia (PNU1).15 Specific 
microbiological diagnosis of pneumonia was 
not thoroughly sought due to limited resources. 
Only blood and pleural fluid cultures were taken. 
Quantitative cultures from lower respiratory 
tract samples (e.g., bronchoalveolar lavage and 
tracheal aspirate) were not performed. 

The diagnostic work up for patients included 
chest x ray; complete blood count (CBC); CRP; 
blood gas analysis; and serum electrolytes. 

Chest computed tomography was ordered in 
specific conditions i.e., for children with poor 
response to treatment; for evaluation of pleural, 
mediastinal, or very small parenchymal lesions; 
and if pneumonia is suspected despite negative 
or equivocal chest radiographs. 

Pediatric Sequential Organ Failure Assessment 
(pSOFA) score was calculated for patients 
admitted into PICU.16 Patients were closely 
monitored to assess the accuracy of suPAR in 
diagnosis of pneumonia and its association 
with hospital mortality and morbidity.

Hospital stay was considered “prolonged” 
if it was greater than the “median” and was 
considered “short” if it was≤ the “median”. 

Laboratory method

For CAP patients, 2 mL blood sample for serum 
suPAR measurement was withdrawn within 24 
hours of hospital admission. For HAP patients, 
samples were withdrawn on the day when 
pneumonia was diagnosed. suPAR was also 
measured in children in the control group. Blood 
samples were withdrawn in plain vacutainer 
tubes, incubated for 15 minutes, centrifuged, 
separated into aliquots, and stored until the 
test was performed. Serum suPAR levels were 
measured by Human soluble urokinase type 
plasminogen activator receptor, suPAR ELISA 
kit (Chongqing Biospes Co., Ltd, China) which 
uses double-antibody sandwich enzyme-linked 
immunosorbent assay (ELISA) according to the 
manufacturer’s protocol. 

Statistical method

Qualitative data was expressed as numbers and 
percents. Non-normally distributed continuous 
variables were presented as median and range 
(minimum–maximum). Chi-square test or Fisher 
exact test were used to assess the association 
between qualitative variables. Mann-Whitney 
U test was used for comparing non-normally 
distributed continuous variables. Correlations 
between continuous variables were determined 
by Spearman correlation coefficient (rs). Receiver 
Operating Characteristic (ROC) curve analysis 
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was used to evaluate the performance of suPAR 
in discriminating patients from controls and 
discriminating severe pneumonia from non-
severe pneumonia. Two-tailed p-value<0.05 
was considered statistically significant. Data 
was analyzed using SPSS version 23 (Statistical 
Package for Social Science) (Chicago, Inc, 
Illinose).

Results

Characteristics of the study population

120 patients were recruited along with 55 
age and sex-matched controls. The control 
group consisted of 30 males and 25 females; 
their median age was 36 months (range 2–144 
months) which was not significantly different 
from that of the patient group (P=0.11). The 
characteristics of patients are shown in Table I 
in which baseline clinical and laboratory data 
of CAP patients were recorded on admission, 
while baseline data of HAP patients were 
recorded on the day of pneumonia diagnosis.

Among the CAP patients, 16 (21.3%) reported 
having had previous episodes:15 patients had 
one previous CAP episode and one patient had 
two previous CAP episodes that were treated at 
home.

The primary reasons for hospitalization of 
HAP patients included, neurological (40%), 
gastrointestinal (17.8%), cardiac (11.1%), 
traumatic (8.9%), respiratory (6.7%), metabolic 
(2.2%), renal (2.2%), surgical (2.2%), and 
toxicological (snake envenomation: 2.2%) 
disorders. Additionally, three patients (6.7%) 
were admitted for sepsis without focus.

Overall, 17 patients (37.7%) from the HAP 
group were initially admitted for various 
infections which improved, but the patients 
later developed HAP and were included in the 
study. These infections included central nervous 
system infections (7 patients), gastroenteritis (4 
patients), and sepsis without focus (3 patients). 
In addition, three patients had been initially 
hospitalized for pneumonia that improved but 

HAP developed after 14 days of admission, 
so they were deemed to have new pneumonia 
episodes, and were included in the HAP group. 

Most HAP patients (75.6%) had VAP. None of 
the remaining HAP patients needed mechanical 
ventilation while 13.3% of CAP patients needed 
mechanical ventilation. HAP patients had 
significantly higher pulse rate and CRP levels; 
longer hospital stay; and higher frequency 
of hypoxia, shock, lobar consolidation, and 
mortality compared with CAP patients. 

Pathogenic bacteria were isolated from 4 
patients with CAP: Staphylococcus aureus (2 
patients, both from pleural fluid), Streptococcus 
pneumonia (one patient, from blood), and group 
A Streptococci (one patient, from blood). As 
for the HAP group, pathogenic bacteria were 
isolated from 8 patients: Pseudomonas aeruginosa 
(3 patients, from blood), Staphylococcus aureus 
(2 patient, one from pleural fluid and one from 
blood), Acinetobacter (2 patients, from blood), 
and Klebsiella pneumoniae (one patient, from 
blood). 

Diagnostic value of suPAR 

Figure 1 shows that suPAR levels were higher in 
the whole patient cohort compared with controls 
(p<0.001). suPAR levels were higher among CAP 
group compared with controls (p<0.001), but no 
significant difference was found between HAP 
group and controls (p=0.065). suPAR levels were 
higher among CAP group compared with HAP 
group (p<0.001). No significant difference in 
suPAR levels were found between patients with 
VAP and those with non-VAP HAP (p=0.31). 

ROC curve analysis revealed that suPAR had 
an AUC of 0.76 for discriminating the whole 
patient group from controls [a cutoff level of 
≥594.4 pg/ml had a sensitivity of 64.2% and a 
specificity of 89.1%; p<0.001]. 

suPAR had an AUC of 0.98 for discriminating 
CAP patients from controls [a cutoff level of 
≥ 504.3 pg/ml had a sensitivity of 92% and a 
specificity of 90.9%; p<0.001].



El-Mekkawy MS, et al Turk J Pediatr 2022; 64(1): 98-109

The Turkish Journal of Pediatrics ▪ January-February 2022102

Association of suPAR with CAP severity 

suPAR levels increased significantly in parallel 
with higher PRESS and PIROm scores (Table II). 
suPAR levels were significantly higher among 
CAP patients who died as well as among those 
who had shock; required PICU admission; or 
required mechanical ventilation (Table III).

suPAR was positively correlated with pulse 
rate, respiratory rate, PRESS, and PIROm but 

negatively correlated with peripheral oxygen 
saturation (SPO2) [Table IV]. 

ROC curve analysis revealed that suPAR had 
an AUC of 0.68 for prediction of severe CAP (as 
classified by PRESS score) but this was smaller 
than that of White Blood cell Count (WBC) 
(Table V). When CAP severity was alternatively 
defined according to WHO, PRIROm, and 
RISC; suPAR had an AUC of 0.65 (p=0.043), 0.74 
(p=0.11), and 0.69 (p=0.018) respectively.

Table I. Demographic, clinical, and laboratory characteristics of patients.
Variable All patients (n=120) CAP††† (n=75) HAP‡‡‡ (n=45) P value 
Age, months 18 (1.5 – 168) 18 (1.5 – 108) 12 (2 – 168) 0.012*
Male sex 65 (54.2%) 48 (64%) 17 (37.8%) 0.77
Weight/age z-score

- 2 to +2 SD 95 (79.2%) 69 (92%) 26 (57.8%)
<0.001*< -2 to -3 SD 13 (10.8%) 6 (8%) 7 (15.6%)

< -3SD 12 (10%) 0 (0%) 12 (26.7%)
Temperature, °C 38.5 (35 – 41) 38.5 (36.5 – 39.5) 38.8 (35 – 41) 0.078
Respiratory rate/minute 53.5 (30 – 93) 48 (33 – 78) 62 (30 – 93) 0.068
Pulse rate/minute 140 (86 –186) 127 (86 – 178) 160 (90 – 186) <0.001*
Minimum SPO2†, % 92.5 (51 – 99) 95 (65 – 99) 75 (51 – 88) <0.001*
Hypoxia (SPO2<94%) 30 (25%) 29 (38.7%) 34 (75.6%) <0.001*
Type of consolidation

Lobar consolidation 70 (58.3%) 42 (56%) 28 (62.2%)
<0.001*Patchy 31 (25.8%) 14 (18.7%) 17 (37.8%)

Interstitial 19 (15.8%) 19 (25.3%) 0 (0%)
Pleural effusion 11 (9.2%) 7 (9.3%) 4 (8.8%) 0.93
Shock 15 (12.5%) 8 (10.7%) 7 (15.6%) <0.001*
Invasive MV‡ 44 (36.7%) 10 (13.3%) 34 (75.6%) <0.001*
PICU patients§ 56 (46.7%) 20 (26.7%) 36 (80%) <0.001*
Length of hospital stay, days 8 (5 – 90) 7 (5 – 13) 29.5 (6 – 90) <0.001*
PIROm¶ NA 1 (0 – 5) NA NA
PRESS†† NA 3 (2 – 5) NA NA
RISC‡‡ NA 3 (1 – 6) NA NA
Hospital mortality 27 (22.5%) 5 (6.7%) 22 (48.9%) <0.001*
Serum sodium, mEq/L 136 (119 – 167) 134 (119 – 141) 137 (128 – 167) 0.002*
WBC§§ (1000/µL) 9 (1.8 – 41.1) 8 (3 – 41) 12.5 (1.8 – 34.9) 0.39
Hemoglobin, g/dL 10.7 (7.4 – 16) 10.7 (7.4 – 13.5) 10 (7.4 – 16) 0.55
Platelets (1000/µL) 300 (8 – 731) 300 (48 – 731) 254.5 (8 – 661) 0.95
CRP¶¶, mg/dL 26 (0 – 385.4) 24 (0 – 385.4) 48 (12 – 160) <0.001*
Data is expressed as median (minimum - maximum) and number (percentage); *statistically significant
†Saturation of peripheral Oxygen; ‡Mechanical ventilation; §Pediatric intensive care unit; ¶Predisposition, Insult, Response, 
Organ dysfunction modified score; ††Pediatric Respiratory Severity Score; ‡‡Respiratory Index of Severity Score; §§White 
blood cell count; ¶¶C-reactive protein; †††Community-acquired pneumonia; ‡‡‡Hospital-acquired pneumonia, NA: Non-
applicable



suPAR in Pediatric Pneumonia

The Turkish Journal of Pediatrics ▪ January-February 2022 103

Turk J Pediatr 2022; 64(1): 98-109

Fig. 1. Serum suPAR levels in patients and controls.
The median and range of suPAR level (pg/mL) in the whole patient cohort, CAP patients, HAP patients, and controls was 
1693.7 (22.4–5694.9), 3798 (395–5694.9), 148 (22.4–1939.7), 276.1 (31.6–1311.8), respectively. 
In this boxplot, the bold black lines corresponds to the median in each group. The top and bottom of the box represent the 
75th and 25th percentiles respectively. The lower whisker corresponds to the 25th percentile minus 1.5 times the interquartile 
range while the upper whisker corresponds to the 75th percentile plus 1.5 times the interquartile range. Open circles represent 
“outliers”. Asterisks represent “extreme outliers” i.e. data points higher than the 75th percentile plus 3 times the interquartile 
range.
CAP: Community-acquired pneumonia; HAP: Hospital-acquired pneumonia; suPAR: Soluble urokinase plasminogen 
activator receptor

Table II. The relation of suPAR levels to different community-acquired pneumonia classification systems.
Pneumonia severity classification suPAR††, pg/ml P value
WHO† classification

Pneumonia (n=52 ) 3617.4 (395 – 5694.9)
0.11

Severe pneumonia (n=20) 4338 (586.7 – 5540.3)
RISC‡ score 

< 4 points (n=24) 4393 (489.9 – 5694.9)
0.19

≥ 4 points (n=17) 4433 (586.7 – 5540.3)
PRESS score§ 

Mild: 0-1 points (n=0) NA‡‡

0.02*Moderate: 2-3 points (n=56) 3518.1 (395 – 5694)
Severe: 4-5 points (n=19) 4430 (586.7 – 5540.2)

PIROm score¶ 
Mild: 0-2 points (n=55) 3338.6 (395 – 5694.9)

0.017*
Moderate/severe:3-6 points (n= 20) 4430 (586.7 – 5540.3)

*Statistically significant
Data is expressed as the median (minimum - maximum)
†World health organization; ‡Respiratory Index of Severity Score; §Pediatric Respiratory Severity Score; ¶Predisposition, 
Insult, Response, Organ dysfunction modified score; ††Soluble urokinase plasminogen activator receptor; ‡‡Non-applicable
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When CAP patients admitted into PICU were 
subgrouped according to the median pSOFA 
score, no significant difference in suPAR levels 
were found (p=0.24)

Association of suPAR with HAP severity

suPAR levels were significantly higher among 
HAP patients with shock. It was also higher 
among non-survivors and among those with 
hypoxia, acidosis, mechanical ventilation, 
prolonged hospital stay, but without statistical 
significance (Table III). A negative correlation 
was found between suPAR and minimum SPO2 
(Table IV). 

When HAP patients were subgrouped 
according to the median pSOFA score (9 points) 
on the day of pneumonia diagnosis, suPAR 
was higher among the subgroup with elevated 

pSOFA [408 pg/ml (28.5–1939.7) vs 138.9 (22.4–
1491.5); p=0.034]. 

Discussion 

suPAR is a novel biomarker that has attracted 
attention in recent years through demonstrating 
prognostic value in diverse clinical disorders. 
In the present study, suPAR proved to have a 
diagnostic value for pediatric pneumonia since 
its level was significantly elevated among the 
whole patient cohort compared with controls. 

Pneumonia can be diagnosed by clinical and 
radiological criteria and physicians usually 
do not need biomarkers for diagnosing it. 
However, this is not always the case; for 
instance, suPAR, can be useful for uncovering 
the nature of a lung’s opacity e.g., differentiating 

Table III. Soluble urokinase plasminogen activator receptor level in different patient subgroups.

Patient subgroup 
CAP‡ HAP¶

suPAR§, pg/ml P value suPAR, pg/ml P value
Hypoxia 4246 (586.7 – 5540.3)

0.053
190.3 (22.4 – 1939.7)

0.31
No hypoxia 2899.5 (395 – 5694.9) 138.7 (23.7 – 944.9)
PICU† patients 4338 (586.7 – 5540.3)

0.044*
160.4 (22.4 – 1939.7)

0.55
Ward patients 3518 (395 – 5694.9) 145.4 (23.8 – 944.9)
Shock 4808.6 (3246.7 – 5540.3)

0.013*
1260 (96.4 – 1939.7)

0.005*
No shock 3716.6 (395 – 5694.9) 138.9 (23.7 – 728.8)
Mechanical ventilation 4609.5 (2240 – 5540.3)

0.019*
190.3 (22.4 – 1939.7)

0.31
No mechanical ventilation 3518 (395 – 5694.9) 138.9 (23.7 – 944.9)
Lobar consolidation 4146.8 (489.7 – 5540.3)

0.41
160.4 (28.5 – 1939.7)

0.85Patchy consolidation 3757.7 (395 – 4975) 145.4 (22.4 – 1491.5)
Interstitial 2346.7 (651.9 – 5694.9) NA
Prolonged Hospital stay†† 4265.5 (586.7 – 5540.3)

0.13
168.6 (22.4 – 1939.7)

0.37
Short hospital stay 3518.1 (395.1 – 5694.9) 148 (23.7 – 1857.4)
Pleural effusion 3742.3 (727.4 – 4736.4)

0.76
78 (28.5 – 1327.9)

0.39
No effusion 3916.3 (395 – 5694.9) 160.4 (22.4 – 1939.7)
Non-survivors 4828.3 (3773.5 – 5540.3)

0.049*
138.9 (22.4 – 1939.7)

0.31
Survivors 3729.4 (395 – 5694.9) 206.1 (28.5 – 1857.4)
*Statistically significant
Data is expressed as the median (minimum - maximum).

†Pediatric intensive care unit; ‡Community-acquired pneumonia; §Soluble urokinase plasminogen activator receptor; 
¶Hospital-acquired pneumonia.
††Hospital stay was considered “prolonged” if it was greater than the “median” (>7 days for CAP and > 29.5 days for HAP) 
and was considered “short” if it was≤ the median.
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pneumonia from atelectasis or differentiating 
current pneumonia from opacity persisting 
from previous pneumonia episodes. Our 
current study did not specifically address these 
prospects, but they can be the subject of further 
research. Furthermore, suPAR can be utilized 
for monitoring the response of pneumonia to 
treatment as suggested by a previous adult 
study.17 

For better clarification of the role of suPAR, 
we included both patient with CAP and those 
with HAP. suPAR was promising in CAP 
diagnosis, demonstrating high sensitivity and 
specificity in discriminating patients from 
controls. Moreover, suPAR was associated with 
indicators of CAP severity, including respiratory 
rate, heart rate, SPO2, shock, PICU admission, 
mechanical ventilation, and mortality. 

Table IV. Correlations of suPAR with other variables among patients.

Variable

HAP¶¶ patients CAP‡‡‡ patients
suPAR††† suPAR

Spearman correlation 
coefficient (rs)

P value Spearman correlation 
coefficient (rs)

P value

Age -0.13 0.39 -0.31 0.007*
Weight -0.19 0.21 -0.32 0.004*
Temperature -0.23 0.12 0.037 0.75
Respiratory rate 0.16 0.29 0.24 0.041*
Heart rate 0.13 0.41 0.26 0.027*
SPO2† -0.31 0.048* -0.24 0.041*
RISC‡ NA NA 0.11 0.51
PRESS§ NA NA 0.24 0.043*
PIROm¶ NA NA 0.29 0.012*
Length of hospital stay -0.08 0.57 0.19 0.1
MV†† duration -0.23 0.19 0.23 0.53
Sodium 0.07 0.63 0.08 0.47
CRP‡‡ 0.14 0.36 -0.01 0.93
WBC§§ 0.08 0.62 -0.09 0.41
Platelets 0.10 0.52 0.11 0.37
*statistically significant
†Saturation of peripheral Oxygen; ‡Respiratory Index of Severity Score; §Pediatric Respiratory Severity Score; 
¶Predisposition, Insult, Response, Organ dysfunction modified score; ††Mechanical ventilation; ‡‡C-reactive protein; §§White 
blood cell count; ¶¶Hospital-acquired pneumonia; †††Soluble urokinase plasminogen activator receptor; ‡‡‡Community-
acquired pneumonia

Table V. Prediction of severe community-acquired pneumonia* by Soluble urokinase Plasminogen Activator 
receptor and other biomarkers.
Variable AUC (95% CI)¶ Cutoff P-value Sensitivity Specificity
suPAR†, pg/mL 0.68 (0.54 – 0.82) ≥4784 0.021* 84.2% 46.4%
CRP‡, mg/dL 0.42 (0.29 – 0.59) ≥ 30.55 0.31 36.8% 66.1%
WBC§, 1000/µL 0.79 (0.64 – 0.94) ≥12.9 <0.001* 78.9% 91.1%
Platelets, 1000/µL 0.39 (0.22 – 0.55) ≤267 0.15 10.5% 78.6%
*Pneumonia severity is diagnosed by PRESS score
†Soluble urokinase plasminogen activator receptor; ‡C-reactive protein; §White blood cells; ¶Area under the Receiver 
Operating Characteristic curve and 95% confidence interval.
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As far as we know, only two previous pediatric 
studies, conducted by the same authors, 
evaluated the role of suPAR in CAP.18,19 
Consistent with our findings, one of these 
studies18 reported a significant elevation of 
suPAR among CAP patients compared with 
controls, and showed correlation of suPAR 
with capillary blood saturation, fever, length of 
hospital stay, and time for defeverscence. 

In addition to the relation of suPAR to individual 
indicators of CAP severity, we found positive 
correlation between suPAR and both PIROm 
and PRESS scores, a finding not reported by 
previous studies. 

Of note, we found no correlation between 
suPAR and CRP which might be due to a 
difference in the onset or peak of serum level 
elevation of these markers. Nevertheless, the 
latter pediatric studies reported correlations of 
suPAR with CRP and Procalcitonin.18,19

Adult studies on the role of suPAR in CAP are 
also few, but have similarly shown diagnostic 
and prognostic values, including association 
of suPAR with mortality and illness severity. 
Importantly, the AUC for predicting CAP 
severity by suPAR in our study was 0.68, 
compared with a value of 0.71 to 0.84 in 
adult studies.20,21 A difference in the type of 
suPAR assay might underlie that variation, as 
suggested by a previous study which measured 
suPAR for the same cohort by two different 
assays, detecting a difference in the AUC for 
prediction of mortality (0.80 vs 0.68).22

The ability of suPAR to diagnose CAP and predict 
its outcome raises the question of whether a 
similar association exists between suPAR and 
other inflammatory respiratory disorders. We 
did not explore this issue, but previous studies 
demonstrated a value for suPAR in predicting 
bronchopulmonary dysplasia23 and assessment 
of asthma control.24 

The inclusion of patients with recurrent CAP 
in the present study is unlikely to have affected 
our results since we stipulated that such patients 

be symptom-free for >14 days after the last 
episode. In addition, we excluded patients with 
chronic respiratory disorders who might have 
had prior subclinical inflammation affecting 
suPAR levels. Of note, almost all patients with 
recurrent CAP had only one previous episode 
that was diagnosed mostly by doctors in other 
healthcare institutions. 

Unlike the diagnostic role demonstrated by 
suPAR in CAP, we failed to find a significant 
differences in suPAR levels between HAP 
patients and controls. Nevertheless, suPAR was 
inversely correlated with SPO2 and associated 
with shock and higher pSOFA score, suggesting 
a prognostic value in HAP.

Studies on the role of suPAR in HAP are 
scarce. Moreover, they are generally small and 
conducted on non-pediatric patients with VAP. 
In contrast to our findings, a small study of adult 
mechanically ventilated patients showed that 
suPAR was significantly higher among patients 
who developed VAP, both on the day of VAP 
diagnosis and 3 days before.25 Another study 
of 180 adults with VAP and sepsis revealed a 
significant elevation of suPAR levels among 
patients compared with controls and among 
non-survivors compared with survivors.26 
Likewise, another study reported a significant 
elevation of suPAR among adult ICU patients 
who developed VAP, compared with those who 
didn’t develop it, but suPAR was not associated 
with mortality.27 

Undoubtedly, the small sample size precludes 
us from drawing firm conclusions regarding 
the role of suPAR in pediatric HAP. However, 
if our current findings are confirmed by 
future studies, this will imply that suPAR has 
a prognostic, rather than diagnostic, value in 
pediatric HAP. 

The next question will be: why did suPAR 
levels not rise in HAP to the same extent as in 
the case of CAP? One possible answer comes 
from the pathogen type. Pathogens causing 
HAP are generally distinct from those causing 
CAP and it was noted that different pathogens 
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trigger different immunological responses due 
to interaction with different pattern recognition 
receptors.28 It is thus possible that suPAR 
levels vary according to the type of pathogen 
and, consequently, according to the type of 
pneumonia (CAP vs HAP).

Another interesting explanation lies in the 
phenomenon termed “immunoparalysis” 
which occurs among critically ill patients who 
develop severe and persistent compensatory 
anti-inflammatory response syndrome (CARS) 
that affects mainly the innate immune system.29 
Most HAP patients had been critically ill before 
they developed pneumonia. It is, therefore, 
possible that uPAR expression decreased in 
these patients due to depression of monocytic 
function in the course of immunoparalysis, with 
consequent failure of suPAR to rise during HAP 
to the high levels found in CAP; therefore, lower 
suPAR levels could represent a risk factor for 
HAP development among critically ill children. 

Indeed, it has been shown that neutrophil 
migration from the pulmonary circulation 
utilizes two pathways, one of them is 
dependent on CD11b/ CD18 (with which uPAR 
forms a functional complex). Accordingly, 
uPAR possesses essential role in combating 
pulmonary infections, particularly those caused 
by Pseudomonas aeruginosa. Moreover, uPAR 
was shown to be important for neutrophil 
recruitment into the alveoli during S. pneumoniae 
infection in a CD11b/ CD18-independent way.30

On the other hand, it is possible that HAP 
patients who did not develop immunoparalysis, 
showed higher suPAR levels, and consequently, 
more severe inflammatory response, which 
could explain the occurrence of some aspects of 
illness severity in these patients. 

It should be emphasized that proving the latter 
hypothesis requires specific laboratory tests for 
immunoparalysis which can be the subject of 
future studies.

Generally speaking, suPAR appears to possess 
some advantages that favor its use in routine 

practice, including stability in vitro in serum and 
plasma over time and during repeated freeze-
thawing cycles. Additionally, circadian suPAR 
levels are stable, so the sampling schedule does 
not affect its measurement.31

Limitations of the present study include the 
small sample size and the limited scope. Further 
studies are required to determine the onset, 
peak, and duration of suPAR level elevation in 
relation to pneumonia. We also need to know 
whether suPAR can differentiate pneumonia 
from other respiratory disorders. Moreover, it 
is unclear whether suPAR can guide antibiotic 
therapy or prove superior to other markers like 
Procalcitonin. 

Likewise, thorough specific microbiological 
diagnosis of pneumonia was not made, so we 
were not able to assess the relation of suPAR 
levels to the type of bacteria due to the low yield 
of microbiological cultures, which were taken 
from blood and, in few cases, from pleural 
fluid, but not from lower respiratory secretions. 
The low yield of blood culture in pneumonia is 
consistent with previous studies.32

In addition, we did not evaluate the ability 
of suPAR to discriminate viral from bacterial 
infections. Viral studies were not performed 
due to lack of resources. It was also not possible 
to diagnose a viral etiology based on chest 
radiograph (e.g., interstitial infiltrate) due 
to poor accuracy of this tool. What is more, a 
significant proportion of pneumonia cases result 
from mixed viral and bacterial pathogens.9 

Finally, some of our patients developed HAP in 
the context of prior infections, including sepsis, 
which could have affected serum suPAR level. 
However, the influence of this factor is unlikely 
to be important since we included in the study 
only patients in whom the original infections 
had significantly improved. 

suPAR is a promising marker for pediatric 
pneumonia. It demonstrated clear diagnostic 
value in CAP but not in HAP. The prognostic 
value of suPAR was evident in both groups 
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but more in CAP; among CAP patients, suPAR 
was clearly associated with morbidity and 
with mortality while among HAP patients, 
suPAR was not associated with mortality but 
was associated with some aspects of disease 
severity. In other words, suPAR had both 
diagnostic and prognostic values in CAP but 
was only prognostic in HAP. Further studies 
are needed for stringently assessing the value 
of suPAR. 

Ethical approval

This study was approved by the ethics 
committee of The faculty of Medicine, Menoufia 
University (Number:1912/9PEDI15) and written 
informed consent was obtained from parents.

Author contribution

The authors confirm contribution to the paper 
as follows: study conception and design: MSE, 
NYS; data collection: MSE, NYS, SES; analysis 
and interpretation of results: MSE, NYS, SES; 
draft manuscript preparation: MSE. All authors 
reviewed the results and approved the final 
version of the manuscript.

Source of funding

The authors declare the study received no 
funding.

Conflict of interest

The authors declare that there is no conflict of 
interest.

REFERENCES

1. Crame E, Shields MD, McCrossan P. Paediatric 
pneumonia: a guide to diagnosis, investigation, and 
treatment. Paediatrics and Child Health 2021; 31: 
250-257. https://doi.org/10.1016/j.paed.2021.03.005

2. United Nations Inter-agency Group for Child 
Mortality Estimation. Levels and trends in child 
mortality: report 2019. Available at: https://www.
unicef.org/media/60561/file/UN-IGME-child-
mortality-report-2019.pdf (Accessed on December 
3, 2019).

3. Kalil AC, Metersky ML, Klompas M, et al. 
Management of adults with hospital-acquired and 
ventilator-associated pneumonia: 2016 clinical 
practice guidelines by the Infectious Diseases Society 
of America and the American Thoracic Society. Clin 
Infect Dis 2016; 63: e61-e111. https://doi.org/10.1093/
cid/ciw353

4. Leone M, Bouadma L, Bouhemad B, et al. Hospital-
acquired pneumonia in ICU. Anaesth Crit Care 
Pain Med 2018; 37: 83-98. https://doi.org/10.1016/j.
accpm.2017.11.006

5. Thunø M, Macho B, Eugen-Olsen J. suPAR: the 
molecular crystal ball. Dis Markers 2009; 27: 157-172. 
https://doi.org/10.1155/2009/504294

6. Plesner T, Behrendt N, Ploug M. Structure, function 
and expression on blood and bone marrow cells of 
the urokinase-type plasminogen activator receptor, 
uPAR. Stem Cells 1997; 15: 398-408. https://doi.
org/10.1002/stem.150398

7. Preissner KT, Kanse SM, May AE. Urokinase receptor: 
a molecular organizer in cellular communication. 
Curr Opin Cell Biol 2000; 12: 621-628. https://doi.
org/10.1016/S0955-0674(00)00141-1

8. Hamie L, Daoud G, Nemer G, et al. SuPAR, an 
emerging biomarker in kidney and inflammatory 
diseases. Postgrad Med J 2018; 94: 517-524. https://
doi.org/10.1136/postgradmedj-2018-135839

9. Harris M, Clark J, Coote N, et al. British Thoracic 
Society guidelines for the management of 
community acquired pneumonia in children: 
update 2011. Thorax 2011; 66: ii1-ii23. https://doi.
org/10.1136/thoraxjnl-2011-200598

10. World Health Organization. Revised WHO 
classification and treatment of pneumonia in 
children at health facilities: evidence summaries. 
Available at: https://apps.who.int/iris/bitstream/
handle/10665/137319/9789241507813_eng.pdf 
(Accessed on November 22, 2019).

11. Reed C, Madhi SA, Klugman KP, et al. Development 
of the respiratory index of severity in children 
(RISC) score among young children with respiratory 
infections in South Africa. PLoS ONE 2012; 7: e27793. 
https://doi.org/10.1371/journal.pone.0027793

12. Miyaji Y, Sugai K, Nozawa A, Kobayashi M, Niwa 
S, Tsukagoshi H. Pediatric respiratory severity score 
(PRESS) for respiratory tract infections in children. 
Austin Virol Retrovirol 2015; 2: 1009.

13. Araya S, Lovera D, Zarate C, et al. Application of a 
prognostic scale to estimate the mortality of children 
hospitalized with community acquired pneumonia. 
Pediatr Infect Dis J 2016; 35: 369-373. https://doi.
org/10.1097/INF.0000000000001018

https://doi.org/10.1016/j.paed.2021.03.005
https://www.unicef.org/media/60561/file/UN-IGME-child-mortality-report-2019.pdf
https://www.unicef.org/media/60561/file/UN-IGME-child-mortality-report-2019.pdf
https://www.unicef.org/media/60561/file/UN-IGME-child-mortality-report-2019.pdf
https://doi.org/10.1093/cid/ciw353
https://doi.org/10.1093/cid/ciw353
https://doi.org/10.1016/j.accpm.2017.11.006
https://doi.org/10.1016/j.accpm.2017.11.006
https://doi.org/10.1155/2009/504294
https://doi.org/10.1002/stem.150398
https://doi.org/10.1002/stem.150398
https://doi.org/10.1016/S0955-0674(00)00141-1
https://doi.org/10.1016/S0955-0674(00)00141-1
https://doi.org/10.1136/postgradmedj-2018-135839
https://doi.org/10.1136/postgradmedj-2018-135839
https://doi.org/10.1136/thoraxjnl-2011-200598
https://doi.org/10.1136/thoraxjnl-2011-200598
https://apps.who.int/iris/bitstream/handle/10665/137319/9789241507813_eng.pdf
https://apps.who.int/iris/bitstream/handle/10665/137319/9789241507813_eng.pdf
https://doi.org/10.1371/journal.pone.0027793
https://doi.org/10.1097/INF.0000000000001018
https://doi.org/10.1097/INF.0000000000001018


suPAR in Pediatric Pneumonia

The Turkish Journal of Pediatrics ▪ January-February 2022 109

Turk J Pediatr 2022; 64(1): 98-109

14. Center for Disease Control (CDC). Identifying 
Healthcare-associated Infections (HAI) for 
National HealthCare Safety Network Surveillance. 
Available at: https://www.cdc.gov/nhsn/PDFs/
pscManual/2PSC_IdentifyingHAIs_NHSNcurrent.
pdf (Accessed on September 28, 2021).

15. Center for Disease Control (CDC). Pneumonia 
(Ventilator-associated [VAP] and non-ventilator-
associated Pneumonia [PNEU]) Event. 
Available at: https://www.cdc.gov/nhsn/pdfs/
pscmanual/6pscvapcurrent.pdf (Accessed on 
November 22, 2019).

16. Matics TJ, Sanchez-Pinto LN. Adaptation and 
validation of a pediatric Sequential Organ Failure 
Assessment score and evaluation of the Sepsis-3 
definitions in critically ill children. JAMA Pediatr 
2017; 171: e172352. https://doi.org/10.1001/
jamapediatrics.2017.2352

17. Tsai PK, Tsao SM, Yang WE, Yeh CB, Wang HL, Yang 
SF. Plasma soluble urokinase-type plasminogen 
activator receptor level as a predictor of the severity 
of community-acquired pneumonia. Int J Environ 
Res Public Health 2019; 16: 1035. https://doi.
org/10.3390/ijerph16061035

18. Wrotek A, Pawlik K, Jackowska T. Soluble receptor 
for urokinase plasminogen activator in community-
acquired pneumonia in children. Adv Exp Med Biol 
2013; 788: 329-334. https://doi.org/10.1007/978-94-
007-6627-3_44

19. Wrotek A, Jackowska T, Pawlik K. Soluble urokinase 
plasminogen activator receptor: an indicator of 
pneumonia severity in children. Adv Exp Med Biol 
2015; 835: 1-7. https://doi.org/10.1007/5584_2014_40

20. Luo Q, Ning P, Zheng Y, Shang Y, Zhou B, Gao Z. 
Serum suPAR and syndecan-4 levels predict severity 
of community-acquired pneumonia: a prospective, 
multi-centre study. Crit Care 2018; 22: 15. https://doi.
org/10.1186/s13054-018-1943-y

21. Loonen AJM, Kesarsing C, Kusters R, et al. High 
pneumococcal DNA load, procalcitonin and suPAR 
levels correlate to severe disease development in 
patients with pneumococcal pneumonia. Eur J Clin 
Microbiol Infect Dis 2017; 36: 1541-1547. https://doi.
org/10.1007/s10096-017-2963-2

22. Kofoed K, Eugen-Olsen J, Petersen J, Larsen K, 
Andersen O. Predicting mortality in patients with 
systemic inflammatory response syndrome: an 
evaluation of two prognostic models, two soluble 
receptors, and a macrophage migration inhibitory 
factor. Eur J Clin Microbiol Infect Dis 2008; 27: 375-
383. https://doi.org/10.1007/s10096-007-0447-5

23. Tunc T, Cekmez F, Yildirim S, et al. Predictive value 
of soluble urokinase plasminogen activator receptor, 
soluble ST2, and IL-33 in bronchopulmonary 
dysplasia. Pediatr Res 2014; 75: 788-792. https://doi.
org/10.1038/pr.2014.28

24. Ivancsó I, Toldi G, Bohács A, et al. Relationship of 
circulating soluble urokinase plasminogen activator 
receptor (suPAR) levels to disease control in asthma 
and asthmatic pregnancy. PLoS One 2013; 8: e60697. 
https://doi.org/10.1371/journal.pone.0060697

25. van Oort PM, Bos LD, Póvoa P, et al. Soluble 
urokinase plasminogen activator receptor for the 
prediction of ventilator-associated pneumonia. 
ERJ Open Res 2019; 5: 00212-2018. https://doi.
org/10.1183/23120541.00212-2018

26. Savva A, Raftogiannis M, Baziaka F, et al. Soluble 
urokinase plasminogen activator receptor (suPAR) 
for assessment of disease severity in ventilator-
associated pneumonia and sepsis. J Infect 2011; 63: 
344-350. https://doi.org/10.1016/j.jinf.2011.07.016

27. Sunnetcioglu A, Sunnetcioglu M, Adıyaman F, Binici 
I, Soyoral L. Could soluble urokinase plasminogen 
receptor (suPAR) be used as a diagnostic biomarker 
for ventilator-associated pneumonia?. Clin Respir J 
2017; 11: 925-930. https://doi.org/10.1111/crj.12438

28. Wiemken TL, Kelley RR, Fernandez-Botran R, et 
al. Using cluster analysis of cytokines to identify 
patterns of inflammation in hospitalized patients 
with community-acquired pneumonia: a pilot study. 
Univ Louisville J Respir Infect 2017; 1: 3-11. https://
doi.org/10.18297/jri/vol1/iss1/1/

29. Hall MW, Greathouse KC, Thakkar RK, Sribnick EA, 
Muszynski JA. Immunoparalysis in pediatric critical 
care. Pediatr Clin North Am 2017; 64: 1089-1102. 
https://doi.org/10.1016/j.pcl.2017.06.008

30. Rijneveld AW, Levi M, Florquin S, Speelman 
P, Carmeliet P, van Der Poll T. Urokinase 
receptor is necessary for adequate host defense 
against pneumococcal pneumonia. J Immunol 
2002; 168: 3507-3511. https://doi.org/10.4049/
jimmunol.168.7.3507

31. Andersen O, Eugen-Olsen J, Kofoed K, Iversen 
J, Haugaard SB. Soluble urokinase plasminogen 
activator receptor is a marker of dysmetabolism 
in HIV-infected patients receiving highly active 
antiretroviral therapy. J Med Virol 2008; 80: 209-216. 
https://doi.org/10.1002/jmv.21114

32. Zhang D, Yang D, Makam AN. Utility of blood 
cultures in pneumonia. Am J Med 2019; 132: 1233-
1238. https://doi.org/10.1016/j.amjmed.2019.03.025

https://www.cdc.gov/nhsn/PDFs/pscManual/2PSC_IdentifyingHAIs_NHSNcurrent.pdf
https://www.cdc.gov/nhsn/PDFs/pscManual/2PSC_IdentifyingHAIs_NHSNcurrent.pdf
https://www.cdc.gov/nhsn/PDFs/pscManual/2PSC_IdentifyingHAIs_NHSNcurrent.pdf
https://www.cdc.gov/nhsn/pdfs/pscmanual/6pscvapcurrent.pdf
https://www.cdc.gov/nhsn/pdfs/pscmanual/6pscvapcurrent.pdf
https://doi.org/10.1001/jamapediatrics.2017.2352
https://doi.org/10.1001/jamapediatrics.2017.2352
https://doi.org/10.3390/ijerph16061035
https://doi.org/10.3390/ijerph16061035
https://doi.org/10.1007/978-94-007-6627-3_44
https://doi.org/10.1007/978-94-007-6627-3_44
https://doi.org/10.1007/5584_2014_40
https://doi.org/10.1186/s13054-018-1943-y
https://doi.org/10.1186/s13054-018-1943-y
https://doi.org/10.1007/s10096-017-2963-2
https://doi.org/10.1007/s10096-017-2963-2
https://doi.org/10.1007/s10096-007-0447-5
https://doi.org/10.1038/pr.2014.28
https://doi.org/10.1038/pr.2014.28
https://doi.org/10.1371/journal.pone.0060697
https://doi.org/10.1183/23120541.00212-2018
https://doi.org/10.1183/23120541.00212-2018
https://doi.org/10.1016/j.jinf.2011.07.016
https://doi.org/10.1111/crj.12438
https://doi.org/10.18297/jri/vol1/iss1/1/
https://doi.org/10.18297/jri/vol1/iss1/1/
https://doi.org/10.1016/j.pcl.2017.06.008
https://doi.org/10.4049/jimmunol.168.7.3507
https://doi.org/10.4049/jimmunol.168.7.3507
https://doi.org/10.1002/jmv.21114
https://doi.org/10.1016/j.amjmed.2019.03.025

