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Background. Invasive Escherichia coli disease (IED), including bloodstream infection, sepsis, and septic shock, can lead to high 
hospitalization and mortality rates. This multinational study describes the clinical profile of patients with IED in tertiary care 
hospitals.

Methods. We applied clinical criteria of systemic inflammatory response syndrome (SIRS), sepsis, or septic shock to patients 
hospitalized with culture-confirmed E coli from urine or a presumed sterile site. We assessed a proposed clinical case definition 
against physician diagnoses.

Results. Most patients with IED (N = 902) were adults aged ≥60 years (76.5%); 51.9%, 25.1%, and 23.0% of cases were 
community-acquired (CA), hospital-acquired (HA), and healthcare-associated (HCA), respectively. The urinary tract was the most 
common source of infection (52.3%). Systemic inflammatory response syndrome, sepsis, and septic shock were identified in 
77.4%, 65.3%, and 14.1% of patients, respectively. Patients >60 years were more likely to exhibit organ dysfunction than those 
≤60 years; this trend was not observed for SIRS. The case-fatality rate (CFR) was 20.0% (60–75 years, 21.5%; ≥75 years, 22.2%), 
with an increase across IED acquisition settings (HA, 28.3%; HCA, 21.7%; CA, 15.2%). Noticeably, 77.8% of patients initiated 
antibiotic use on the day of culture sample collection. A total of 65.6% and 40.8% of E coli isolates were resistant to ≥1 agent in 
≥1 or ≥2 drug class(es). A 96.1% agreement was seen between the proposed clinical case definition and physician’s diagnoses of IED.

Conclusions. This study contributes valuable, real-world data about IED severity. An accepted case definition could promote 
timely and accurate diagnosis of IED and inform the development of novel preventative strategies.
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Extraintestinal pathogenic Escherichia coli (ExPEC) comprises 
a pathogenic group of strains possessing the ability to colonize 

and infect extraintestinal sites. Extraintestinal pathogenic E coli 
can cause cholecystitis, pyelonephritis, and urinary tract infec
tions (UTIs) [1]. When ExPEC causes systemic infections [2,3], 
it is termed invasive E coli disease (IED), also known as invasive 
ExPEC disease [4]. Invasive E coli disease encompasses infec
tions of the bloodstream and other normally sterile body sites 
(eg, cerebrospinal fluid, pleural cavity, peritoneal space, bone, 
and joints) [3] as well as infections with E coli isolated from 
urine in patients with urosepsis with no other identifiable 
source of infection [5]. Invasive E coli disease may result in sep
sis, septic shock, or death [6,7].

Extraintestinal pathogenic E coli surpasses pathogens such 
as Staphylococcus aureus, Streptococcus pneumoniae, and 
Klebsiella species as the leading cause of invasive bacterial 

Epidemiology of Invasive E coli Disease • OFID • 1

D
ow

nloaded from
 https://academ

ic.oup.com
/ofid/article/10/2/ofad026/7008472 by U

niversiteitsbibliotheek U
trecht user on 19 April 2023

https://orcid.org/0000-0002-3503-3596
mailto:jdoua@its.jnj.com
mailto:msarneck@its.jnj.com
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1093/ofid/ofad026


disease worldwide [8]. A recent study conducted in Spanish 
hospitals identified E coli as the most frequent pathogen ac
counting for more than 40% of bloodstream infection episodes 
[9]. A global analysis of adult E coli bacteremia incidence in 
high-income countries estimated an incidence rate of 48 per 
100 000 person-years and a case-fatality rate (CFR) of 12.4% 
[10]. An increasing incidence after the age of 60 was reported, 
reaching 319 per 100 000 person-years after the age 85 [10]. In 
2017, 11 million people died of sepsis from an estimated 48.9 
million cases worldwide [11]. Sepsis, listed as the most expen
sive condition to treat in US hospitals in 2013, results in aggre
gate hospital costs exceeding $20 billion [12]. Antimicrobial 
resistance in ExPEC, exemplified by cephalosporin resistance 
mediated by extended-spectrum β-lactamase-producing 
E coli, is a major threat to successful treatment [13].

Early identification of sepsis and appropriate antimicrobial 
therapy is essential to prevent progression to septic shock, mul
tiorgan failure, and death. However, effective treatment may be 
delayed by incorrect diagnosis or insufficient knowledge of the 
causative pathogen. In an attempt to develop protocol-driven 
models for sepsis care, sepsis has been defined according to a 
set of clinical criteria [7]. However, multiple iterations of clin
ical criteria compounded the development of standardized care 
protocols and accurate disease tracking [7]. Similarly, there are 
no widely accepted criteria to define IED. Thorough clinical 
characterization and estimation of the disease burden are 
needed.

This study aimed to assess the clinical features of IED, the 
antimicrobial resistance of E coli isolates causing IED, and 
the associated medical resource utilization in patients with 
IED admitted to tertiary care hospitals. In addition, the clinical 
criteria for IED diagnosis used by physicians at each study site 
was compared with a proposed clinical case definition (Box 1).

Better understanding of IED in terms of high-risk patient 
groups and associated clinical profiles could assist physicians 
in making timely and accurate diagnoses. The current data 
may have utility (1) to inform further development of IED 
treatment and management protocols and (2) to evaluate the 
suitability of new treatment and vaccine candidates in the clin
ical trial setting.

METHODS

Study Design and Participants

This study was a retrospective, multicenter, noninterventional 
cohort study. Medical records from 17 tertiary care hospitals 
were evaluated covering geographical sites in Canada (2 sites), 
United States (2 sites), Japan (2 sites), France (2 sites), Germany 
(2 sites), Italy (2 sites), United Kingdom (2 sites), and Spain 
(3 sites). Sites were selected based on availability to retrospectively 
access demographic and clinical data. Eligible patients were 
identified from microbiological and medical records or 

administrative databases by local physicians using 
International Classification of Diseases (ICD) codes 
(Supplementary Table 1). Patient records were examined for 
relevant ICD codes for 12 months before the study commence
ment date. Data collection started on September 28, 2018 and 
included data from January 9, 2018 to November 8, 2019. 
Patients were included if they had been hospitalized for IED 
or had had hospital-acquired IED, where E coli had been iden
tified as the single causative pathogen or had been one of mul
tiple pathogens present; and if they had culture confirmation of 
E coli and had presented signs and symptoms of an invasive in
fection based on the development of systemic inflammatory re
sponse syndrome (SIRS), sepsis, or septic shock consequent to 
the infection. Sites were required to have an E coli isolate avail
able for analysis for all patients included. Participants with E 
coli isolates lost or not confirmed in the central laboratory 
were discontinued from the study.

Patient Consent Statement

This study was approved by the Independent Ethics Committee 
and/or Institutional Review Boards. Physicians sought waivers 
and/or consent from eligible patients for inclusion of their data 
into the study according to local regulations. A waiver for in
formed consent was obtained for Canada, United Kingdom, 
and United States. In Germany, all patients signed a participa
tion agreement/informed consent form (ICF)/informed assent 
form (IAF); and for deceased patients, a participation agree
ment/ICF/IAF was signed by the patient’s next of kin. In 

Box 1: IED: A Clinical Case Definition

Any patient with microbiological confirmation of Escherichia coli in any 
sterile site, including blood as measured by culture, and/or in urine 
(≥105 colony-forming units/mL) with no other identifiable site of 
infection,

AND

the presence of 1 or more SIRS criteria (ie, fever, tachycardia, white cell 
count abnormalities, and tachypnea), sepsis (organ failure/dysfunction 
with an acute change in total SOFA score ≥2 points), or septic shock 
(sepsis and refractory hypotension) consequent to the infection,

OR fever >38°C

OR hypothermia: < 36°C

OR at least 2 of the following clinical criteria:

• Tachycardia: > 90 beats/minute.

• Tachypnea: > 20 breaths/minute or PaCO2 <32 mmHg.

• Nausea and/or vomiting.

• General symptoms (malaise, fatigue, muscle pain, chills).

• Altered mentation (Glasgow Coma Scale score <15).

• Systolic blood pressure ≤100 mmHg.

• Any laboratory values indicating an important bacterial infection and/ 
or sepsis, including, but not limited to, white blood cell count or 
immature bands, eg, platelets, prothrombin time, activated partial 
thromboplastin time, bilirubin, creatinine.

• Signs and/or symptoms of UTI, eg, dysuria, flank pain, suprapubic 
pain, urgency, frequency, hematuria, pyuria.
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Spain and Italy, attempts to contact the patients were made, but 
waivers were obtained if it was too difficult to contact the pa
tient. In France, letters of nonobjection were sent to the pa
tients, which explained that the patients were included 
without consent if no objection was made. In Spain, France, 
and Italy, no consent was required for deceased patients. In 
Japan, no consent was required but patients were given an op
portunity to refuse study participation.

Data Collection

The primary data source was medical records. Available infor
mation on patient demographic characteristics, IED risk-related 
medical history (Supplementary Table 2), treatment, antimicro
bial resistance of causative E coli isolates, clinical outcome, and 
medical resource utilization was collected. Data on prior immu
nosuppressive therapy were collected within 90 days before IED 
diagnosis. Bacteremic (positive E coli culture in blood) and non
bacteremic cases were identified. The source of infection (pres
ence of an infection focus within 30 days before IED), the 
diagnosis of sepsis, and septic shock were determined by the 
study site physician. The IED episodes were also categorized as 
community-acquired (CA), hospital-acquired (HA), or 
healthcare-associated (HCA) by the study site physician [14,15].

Resistance to a drug class was defined as resistance to ≥1 
agent(s) within that class. Antimicrobial resistance testing 
was performed according to the broth microdilution assay as 
per Clinical and Laboratory Standards Institute (CLSI) 
Guidelines with interpretations regarding susceptibility or resis
tance reported according to CLSI and European Committee on 
Antimicrobial Susceptibility Testing (EUCAST)-established 
breakpoints, as appropriate.

Medical resource utilization assessed the number of medical 
care encounters (any interaction between the patient and 
healthcare provider(s) at the time of IED diagnosis and 
28 days after diagnosis) to gauge the health status and the 
IED-related provision of healthcare services.

Clinical Case Definition of Invasive Escherichia coli Disease

The proposed protocol-defined clinical definition of IED re
fers to an acute illness consistent with a systemic bacterial in
fection, microbiologically confirmed (1) by the isolation and 
identification of E coli either from blood or any other normally 
sterile body site or (2) by the isolation and identification of E 
coli from urine upon presentation of acute signs and symptoms 
of systemic infection (SIRS, sepsis, or septic shock) (Box 1) with 
no other identifiable site of infection. This definition is based on 
the case definition of invasive bacterial disease from the Active 
Bacterial Core Surveillance, a collaboration between the 
Centers for Disease Control and Prevention, and several state 
health departments and universities participating in the 
Emerging Infections Program network in the United States [2].

The occurrence of SIRS was assessed retrospectively using 
an algorithm that identified SIRS in patients fulfilling at least 
2 of the following clinical criteria: fever, tachycardia, ta
chypnea, or white cell count abnormalities. Sepsis was as
sessed retrospectively by the study statistician using a 
Sequential Organ Failure Assessment (SOFA) score of ≥2. 
Septic shock was defined as sepsis with refractory hypoten
sion. The concordance between physician-diagnosed IED 
and IED based on the proposed clinical case definition 
(Box 1) was assessed.

Statistical Analyses

All analyses were based on the full analysis set (FAS) of eligible 
patients who met all selection criteria and had data available. 
Continuous variables and categorical variables were summa
rized by descriptive statistics. Analyses were retrospective. No 
formal statistical hypothesis testing was used, and no P values 
were calculated.

RESULTS

Patient Population

Of 924 patients with IED identified, 902 were included in the 
FAS; 22 were excluded based on the absence of IED culture con
firmation (n = 10), the lack of IED diagnosis in the last 
12 months (n = 5), the lack of hospitalization for IED/diagnosis 
for nosocomial IED (n = 4), failure to meet multiple inclusion 
criteria (n = 2), and inability to acquire an informed consent 
(n = 1). Males and females were approximately equally distribu
ted (Table 1). The median age at IED diagnosis was 71.0 years 
(range, 0–100 years), 76.5% were aged ≥60 years, and 90.1% 
lived at home. Invasive E coli disease episodes were CA in 
51.9% of patients (468 of 901), HA in 25.1% (226 of 901), and 
HCA in 23.0% (207 of 901). The most commonly reported med
ical history terms were malignancy (34.1%), diabetes mellitus 
(19.1%), chronic kidney disease (14.4%), and UTI (12.3%). 
Among patients with UTI with known causal agent, 74.5% 
were due to E coli. Patients with community-acquired IED had 
higher rates of diabetes mellitus (CA, 23.0%; HA, 15.6%; HCA, 
14.9%), whereas those with hospital-acquired or healthcare- 
associated IED had higher rates of cancer (CA, 25.0%; HA, 
50.0%; HCA, 36.0%). A history of UTI was frequent among pa
tients with CA (17.8%) and HCA IED (11.8), but it was rare 
among those with hospital-acquired IED (1.9%). Overall, 
54.3% of patients underwent a diagnostic or interventional med
ical procedure in the previous 12 months; 41.8% (205 of 490) 
were related to the gastrointestinal tract, 39.6% (194 of 490) 
were related to the genitourinary tract, and 22.2% (109 of 490) 
were related to the cardiovascular system (Supplementary 
Table 3). In the 3 months before the IED episode, 228 patients 
(25.3%) had received immunosuppressive therapy (Table 1), 
with immunosuppressive therapy use more common among 
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those with hospital-acquired or healthcare-associated IED 
(community-acquired, 18.4%; hospital-acquired, 32.3%; 
healthcare-associated, 33.3%). Before IED culture sample collec
tion, 31.8% of patients used antibiotics.

Characterization, Clinical Profile, and Outcomes of Invasive 
Escherichia coli Disease Episodes

The most common source of infection was the urinary tract 
(52.3%, 469 of 897; community-acquired, 55.8%; hospital- 

Table 1. Patient Demographic and Baseline Characteristics of 902 Patients With Invasive Escherichia coli Disease at the Time of Diagnosis

Characteristic

Patients With 
IED

Community- 
Acquired

Hospital- 
Acquired

Healthcare- 
Associated

N = 902 N = 468 N = 226 N = 207

Sex Male 465 (51.6) 216 (46.2) 136 (60.2) 113 (54.6)

… Female 437 (48.4) 252 (53.8) 90 (39.8) 94 (45.4)

Age Median (range) 71.0 (0–100) 73.0 (2–100) 70.0 (7–99) 71.0 (3–99)

… Mean (SD) 69.1 (17.2) 70.6 (17.31) 67.2 (16.21) 68.3 (17.25)

Age category <18 yearsa 12 (1.3) 4 (0.4) 3 (1.3) 4 (1.9)

… 18–60 years 211 (23.5) 105 (22.4) 63 (27.9) 43 (20.8)

… 61–75 years 325 (36.0) 147 (31.4) 93 (41.2) 85 (41.1)

… >75 years 354 (39.2) 212 (45.3) 67 (29.6) 75 (36.2)

… ≥60 years 690 (76.5) 363 (77.6) 165 (73.0) 162 (78.3)

Race (N = 288) American Indian or Alaskan Native 16 (5.6) 9 (5.4) 6 (10.3) 1 (1.6)

… Asian 100 (34.7) 55 (32.7) 31 (53.4) 14 (22.6)

… Black or African American 41 (14.2) 26 (15.5) 7 (12.1) 8 (12.9)

… White 131 (45.5) 78 (46.4) 14 (24.1) 39 (62.9)

Body mass index (kg/m2) Mean (SD) 26.0 (7.36) 26.82 (8.09) 24.70 (5.65) 25.74 (7.32)

Residential status (N = 848) Lives at home 764 (90.1) 412 (94.3) 197 (94.3) 155 (76.7)

… Sheltered housing 6 (0.7) 3 (0.7) 1 (0.5) 2 (1.0)

… Nursing home/assisted living facilities 78 (9.2) 22 (5.0) 11 (5.3) 45 (22.3)

Medical historyb (N = 619) Malignancy 211 (34.1) 76 (25.0) 77 (50.0) 58 (36.0)

… Diabetes mellitus 118 (19.1) 70 (23.0) 24 (15.6) 24 (14.9)

… Chronic kidney disease 89 (14.4) 51 (16.8) 17 (11.0) 21 (13.0)

… Any UTIc 76 (12.3) 54 (17.8) 3 (1.9) 19 (11.8)

… Urological intervention including 
catheterization

73 (11.8) 32 (10.5) 19 (12.3) 22 (13.7)

… Immunosuppression 57 (9.2) 21 (6.9) 25 (16.2) 11 (6.8)

… Cardiovascular disease 48 (7.8) 23 (7.6) 11 (7.1) 14 (8.7)

… Urolithiasis 38 (6.1) 23 (7.6) 3 (1.9) 12 (7.5)

… Obstructive uropathy 36 (5.8) 23 (7.6) 3 (1.9) 10 (6.2)

… Organ transplantation 34 (5.5) 16 (5.3) 6 (3.9) 12 (7.5)

… Cerebrovascular accident 33 (5.3) 17 (5.6) 12 (7.8) 4 (2.5)

… Dementia 31 (5.0) 17 (5.6) 4 (2.6) 10 (6.2)

Prior medical encounterd All 453 (50.2) … … …

… Emergency room 115 (25.4) … … …

… Intensive care unit 15 (3.3) … … …

… Other high dependency/critical care unit 4 (0.9) … … …

… Home care 8 (1.8) … … …

… Hospice/palliative care unit 4 (0.9) … … …

… Hospital inpatient 189 (41.7) … … …

Immunosuppressive drugs in the previous 
3 months

Any immunosuppressive therapy 228 (25.3) 86 (18.4) 73 (32.3) 69 (33.3)

… Steroids 138 (60.5) 50 (58.1) 50 (68.5) 38 (55.1)

Anti-neoplastic treatments 110 (48.2) 26 (30.2) 46 (63.0) 38 (55.1)

Radiation therapy 6 (2.6) 2 (2.3) 2 (2.7) 2 (2.9)

Cytotoxic drugs 27 (11.8) 11 (12.8) 12 (16.4) 4 (5.8)

Other 55 (24.1) 26 (30.2) 13 (17.8) 16 (23.2)

Abbreviations: IED, invasive E coli disease; n (%), number (percentage) of patients with the defined characteristic; N, number of patients for which information was available, used as the 
denominator for incidence calculations; SD, standard deviation; UTI, urinary tract infection.  

Data are n (%). Denominator is the number of patients with no missing value for each category, which does not include “unknown”, “not reported”, or “not applicable”.  
aInfection acquisition setting for 1 patient <18 years of age was unavailable.  
bReported by at least 5% of patients in the full analysis set.  
c38 of 51 (74.5%) with causative bacteria isolated were due to E coli.  
dData unavailable for infection acquisition setting groups.
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Table 2. Clinical Characteristics of 902 Patients Hospitalized for Invasive Escherichia coli Disease

Characteristic Subcharacteristic

Patients With 
IED Community-Acquired Hospital-Acquired Healthcare-Associated

N = 902 N = 468 N = 226 N = 207

Classification of IED (N = 902) Bacteremic 844 (93.6) 439 (93.8) 208 (92.0) 196 (94.7)

… Nonbacteremic 58 (6.4) 29 (6.2) 18 (8.0) 11 (5.3)

Source of infection identified  
(N = 897)

Urinary tract 469 (52.3) 261 (55.8) 86 (38.1) 122 (58.9)

… Respiratory tract 73 (8.1) 34 (7.3) 29 (12.8) 10 (4.8)

… Gastrointestinal tract 237 (26.4) 112 (23.9) 74 (32.7) 51 (24.6)

… Other organ system 118 (13.2) 59 (12.6) 36 (15.9) 23 (11.1)

Source of isolate (N = 901) Blood 702 (77.9) 355 (75.9) 181 (80.1) 166 (80.2)

… Urine 36 (4.0) 16 (3.4) 12 (5.3) 8 (3.9)

… Blood and urine 148 (16.4) 90 (19.2) 27 (11.9) 31 (15.0)

… Other normally sterile body site 15 (1.7) 7 (1.5) 6 (2.7) 2 (1.0)

Pathogen isolateda (N = 898b) E coli only 804 (89.5) … … …

… Multiple pathogens including E coli 94 (10.5) … … …

Concomitant therapy required … 725 (80.5) 372 (79.5) 179 (79.2) 174 (84.1)

Signs and symptoms at IED 
diagnosis

Fever (>38°C) 634 (70.3) 323 (69.0) 166 (73.5) 145 (70.0)

Nausea/vomiting 245 (27.2) 153 (32.7) 38 (16.9) 54 (26.1)

… General symptoms (chills, malaise, fatigue, 
muscle pain)

412 (45.8) 223 (47.6) 91 (40.4) 98 (47.8)

… Signs or symptoms of UTI 326 (36.1) 188 (40.2) 54 (23.9) 84 (40.6)

… Altered mental state 154 (17.2) 83 (17.8) 28 (12.6) 43 (21.2)

… Hypotension 290 (32.2) 147 (31.4) 72 (32.0) 71 (34.3)

… Hypothermia 48 (5.3) … … …

… SIRS 698 (77.4) 362 (77.4) 172 (76.1) 164 (79.2)

… Sepsis (physician assessment) 588 (65.3) 294 (63.0) 146 (64.6) 148 (71.5)

… Septic shock (physician assessment) 127 (14.1) 65 (13.9) 30 (13.3) 32 (15.5)

Complicationsa Any 344 (38.1) … … …

… Kidney dysfunction 139 (40.4) … … …

… Hypotension 124 (36.0) … … …

… Brain dysfunction 27 (7.8) … … …

… Heart dysfunction 27 (7.8) … … …

… Lung dysfunction 26 (7.6) … … …

… Pneumonia 13 (3.8) … … …

… Other 114 (33.1) … … …

Duration of IED hospitalization 
(days), mean (SD)

N 900 467 226 207

… All 21.0 (26.9) 13.96 (15.16) 42.32 (39.10) 13.80 (17.34)

… <18 yearsa 24.0 (33.2) … … …

… 18–59 yearsa 19.6 (23.6) … … …

… 60–74 yearsa 22.3 (28.4) … … …

… ≥60 yearsa 21.4 (27.7) … … …

… ≥75 yearsa 20.6 (27.1) … … …

Duration of hospitalization (days), 
median (Q1, Q3)

… 11.0 (6.0, 24.0) 9.0 (5.0, 16.0) 29.0 (17.0, 54.0) 8.0 (6.0, 16.0)

Required hospital readmission 
within 30 days after IED

… 105 (11.9) 54 (11.5) 25 (11.1) 26 (12.6)

Duration of IED hospital 
readmission (days), mean (SD)

… 12.9 (12.6) 10.54 (11.83) 14.76 (14.21) 15.31 (12.49)

SIRS criteria Temperature <36°C (96.8°F) or >38°C 
(100.4°F)

676 (74.9) 344 (73.5) 173 (76.5) 159 (76.8)

… Heart rate >90 beats/minute 602 (66.8) 316 (67.7) 142 (62.8) 144 (69.6)

… Respiratory rate >20 breaths/minute or 
PaCO2 <32 mmHg

335 (37.5) 197 (42.2) 64 (28.4) 73 (36.3)

… White blood cell count <4 × 109/L (<4000/ 
mm³), >12 × 109/L (>12 000/mm³)

460 (57.6) 219 (53.2) 131 (66.8) 110 (58.2)

… … … … … …

SOFA No. of patients with SOFA 638 352 169 117
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acquired, 38.1%; healthcare-associated, 58.9%). The gastroin
testinal tract was also a common source of infection for those 
with hospital-acquired IED (32.7%). Escherichia coli was iden
tified as the only causal pathogen in 89.5% (804 of 898) of cases 
and was one of multiple causes in the remainder. Escherichia 

coli was isolated from blood and/or urine in the majority of 
IED episodes across infection acquisition setting (94.3%; 
850 of 901) (Table 2). The proportion of cases with bacteremic 
IED was 93.6% (CA, 93.8%; HA, 92.0%; HCA, 94.7%) 
(Table 2). At the time of the diagnosis of IED, 96.8% of 

Table 2. Continued  

Characteristic Subcharacteristic

Patients With 
IED Community-Acquired Hospital-Acquired Healthcare-Associated

N = 902 N = 468 N = 226 N = 207

… SOFA, mean (SD) 2.9 (2.86) 2.83 (2.85) 3.03 (2.94) 3.03 (2.78)

Respiration (PaO2/FiO2 in mmHg 
[or kPa])

N 467 292 112 63

… 0: ≥ 400 (53.3) 367 (78.6) 236 (80.8) 88 (78.6) 43 (68.3)

… 1: < 400 (53.3) 53 (11.3) 30 (10.3) 12 (10.7) 11 (17.5)

… 2: < 300 (40) 30 (6.4) 18 (6.2) 7 (6.3) 5 (7.9)

… 3: < 200 (26.7) with respiratory support 14 (3.0) 6 (2.1) 5 (4.5) 3 (4.8)

… 4: < 100 (13.3) with respiratory support 3 (0.6) 2 (0.7) 0 1 (1.6)

Coagulation (platelets count,  
103/µL)

… 632 351 166 115

… 0: ≥ 150 422 (66.8) 253 (72.1) 92 (55.4) 77 (67.0)

… 1: < 150 77 (12.2) 40 (11.4) 24 (14.5) 13 (11.3)

… 2: < 100 57 (9.0) 33 (9.4) 12 (7.2) 12 (10.4)

… 3: < 50 35 (5.5) 16 (4.6) 12 (7.2) 7 (6.1)

… 4: < 20 41 (6.5) 9 (2.6) 26 (15.7) 6 (5.2)

Liver (bilirubin in mg/dL  
[or µmol/L])

… 604 344 155 105

… 0: < 1.2 (20) 420 (69.5) 217 (63.1) 115 (74.2) 88 (83.8)

… 1: 1.2–1.9 (20–32) 86 (14.2) 60 (17.4) 17 (11.0) 9 (8.6)

… 2: 2.0–5.9 (33–101) 71 (11.8) 47 (13.7) 17 (11.0) 7 (6.7)

… 3: 6.0–11.9 (102–204) 17 (2.8) 14 (4.1) 3 (1.9) 0

… 4: > 12.0 (204) 10 (1.7) 6 (1.7) 3 (1.9) 1 (1.0)

Cardiovascular (MAP in mmHg) … 560 327 146 87

… 0: MAP ≥70 mmHg 405 (72.3) 257 (78.6) 98 (67.1) 50 (57.5)

… 1: MAP <70 mmHg 104 (72.3) 43 (13.1) 36 (24.7) 25 (28.7)

… 2: Dopamine <5 or dobutamine (any dose) 14 (2.5) 8 (2.4) 4 (2.7) 2 (2.3)

… 3: Dopamine 5.1–15 or epinephrine ≤ 0.1 or 
norepinephrine ≤ 0.1

18 (3.2) 9 (2.8) 6 (4.1) 3 (3.4)

… 4: Dopamine > 15 or epinephrine > 0.1 or 
norepinephrine > 0.1

19 (3.4) 10 (3.1) 2 (1.4) 7 (8.0)

Central nervous system (Glasgow 
Coma Scale)

… 510 312 126 72

… 0: 15 408 (80.0) 258 (82.7) 104 (82.5) 46 (63.9)

… 1: 13–14 61 (12.0) 37 (11.9) 8 (6.3) 16 (22.2)

… 2: 10–12 20 (3.9) 9 (2.9) 3 (2.4) 8 (11.1)

… 3: 6–9 10 (2.0) 4 (1.3) 5 (4.0) 1 (1.4)

… 4: < 6 11 (2.2) 4 (1.3) 6 (4.8) 1 (1.4)

Renal (creatinine in mg/dL  
[nmol/L])

… 628 349 164 115

… 0: < 1.2 (110) 334 (53.2) 169 (48.4) 112 (68.3) 53 (46.1)

… 1: 1.2–1.9 (110–170) 178 (28.3) 114 (32.7) 30 (18.3) 34 (29.6)

… 2: 2.0–3.4 (171–299) 70 (11.1) 42 (12.0) 12 (7.3) 16 (13.9)

… 3: 3.5–4.9 (300–440) 22 (3.5) 9 (2.6) 6 (3.7) 7 (6.1)

… 4: > 5.0 (440) 24 (3.8) 15 (4.3) 4 (2.4) 5 (4.3)

Abbreviations: IED, invasive E coli disease; MAP, mean arterial pressure; n (%), number (percentage) of patients with the defined characteristic; N, number of patients for which information 
was available, used as the denominator for incidence calculations; SD, standard deviation; SIRS, systemic inflammatory response syndrome; SOFA, Sequential Organ Failure Assessment; 
UTI, urinary tract infection.  

NOTE: Data are n (%). Denominator is the number of patients with no missing value for each category, which does not include “unknown”, “not reported”, or “not applicable”.  
aData unavailable for infection acquisition setting groups  
bIsolates from 898 of 902 participants available for central laboratory analysis  
cData unavailable for infection acquisition setting groups.
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patients (873 of 902) reported at least 1 symptom or suspected 
sign of IED, including fever (70.3%, 634 of 902), nausea/vom
iting (30.8%, 269 of 902), chills (24.4%, 213 of 902), and mal
aise (20.2%, 176 of 902) (Table 2). At least 1 symptom or sign 
of UTI was reported by 40.1% of patients (dysuria, 32.3% [117 
of 362]; flank pain/tenderness, 22.7% [82 of 362]; hematuria, 
17.4% [63 of 362]; urgency/frequency, 15.5% [56 of 362]). 
According to physician assessment, 65.3% of patients with 
IED had sepsis, and 14.1% had septic shock (Table 2). A total 
of 77.4% of patients were diagnosed with SIRS. Of patients 
with bacteremic versus nonbacteremic IED, 78.8% and 
56.9% had SIRS, respectively. The presence of SIRS remained 
high irrespective of infection acquisition setting and age 
(range, 73.0%–83.3%). A SOFA score ≥2 (indicative of sepsis) 
was observed in 62.1% (396 of 638) of patients. A SOFA score 
≥2 AND ≥2 SIRS criteria were observed in 35.1% (317 of 902) 
of patients (Supplementary Table 4), whereas SOFA scores ≥2 
OR ≥2 SIRS criteria were observed in 86.1% (777 of 902) of 
patients.

Patients >60 years old were more likely to exhibit altered 
mentation (>60 years, 20.8% [140 of 674]; ≤60 years, 6.4% 
[14 of 220]), organ dysfunction (SOFA score ≥2: >60 years, 
65.2% [317 of 486]; ≤60 years, 52.0% [79 of 152]), and sep
tic shock (>60 years, 15.7% [105 of 679]; ≤60 years, 9.9% 
[22 of 223]). In contrast, 76.0% (516 of 679) of patients 
>60 years and 81.6% (182 of 223) of patients ≤60 years 
had SIRS.

The IED-related complications were reported for 38.1% of pa
tients (344 of 902) and included renal, brain, heart or lung dys
function, hypotension, hypoperfusion, and pneumonia. There 
were 180 patients (20.0%) who died during the 28-day follow-up 
period. The CFR was 22.6% in men and 17.2% in women. The 
CFR increased with age and plateaued after the age of 60. 
The CFR was 0% in patients aged <18 years, 14.5% in those 
18–59 years, 21.5% in those 60–75, and 22.2% in those 
≥75 years. Invasive E coli disease accounted for 52 of 171 
(30.4%) deaths with known cause. The percentage of all deaths 
attributed to IED was 3.9% in patients aged 18–59 years, 9.4% 
in those 60–75 years, and 15.6% in those ≥75 years (Figure 1). 
There was an increasing IED-associated CFR associated with 
care acuity where the infection was acquired; CFR for 
community-acquired IED was 15.2% (71 of 468), 
healthcare-associated IED was 21.7% (45 of 207), and hospital- 
acquired IED was 28.3% (64 of 226). No trend was observed 
between bacteremic (19.9%, 168 of 844) and nonbacteremic 
patients (20.7%, 12 of 58).

Concurrence of Clinical Case Definitions

All 902 cases of IED identified by the physicians were re
classified against the proposed clinical case definition for 
IED. According to the clinical case definition, 96.1% of 
patients (867 of 902) diagnosed by the physicians had 

IED. The agreement remained high (95.9%, 662 of 690) in 
the aged ≥60 years group where IED incidence was the 
highest.

Medical Resource Utilization

The mean duration of hospitalization for an IED episode was 
21.0 (standard deviation [SD], 26.98; median, 11.0) days and 
was similar across age categories (Table 2). Mean duration of 
hospitalization for those with hospital-acquired IED was 42.3 
(SD, 39.1; median, 29.0), whereas duration of hospitalization 
was lower for community-acquired (14.0 [SD, 15.2; median, 
9.0]) and healthcare-associated (13.8 [SD, 1.73; median, 8.0]) 
IED. The hospital readmission rate within 30 days of discharge 
was 11.9% (105 of 885) with a mean duration of hospitalization 
of 12.8 (SD, 12.68) days.

Antibiotic therapy on the day of or after culture sample col
lection was reported in 96.5% of patients. Non-antibiotic ther
apy, in addition to antibiotics, was reported in 47.5% of 
patients. Of 44.8% of patients who received supportive therapy, 
18.3% (74 of 404) received respiratory support, 16.3% (66 of 
404) received transfusions, and 3.0% (12 of 404) received he
modialysis. The most frequent sites of IED-related medical en
counters were the general ward (59.1%, 211 of 357), the 
emergency room (21.0%, 75 of 357), a hospital outpatient 
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Figure 1. Case-fatality rate and causes of death in 902 patients with invasive 
Escherichia coli disease. Other = unknown reason (11 patients), peritonitis (4 pa
tients), septicemia (4 patients), pneumonia (4 patients), cardiovascular reasons 
(3 patients), renal insufficiency (2 patients), multiple organ failure (2 patients), 
and low digestive bleeding, liver cirrhosis, cerebral hemorrhage, hemorrhagic 
shock, and adenocarcinoma (all in 1 patient each). N, number of patients in the 
specified category.
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consultation (17.6%, 63 of 357), and intensive care (10.4%, 37 of 
357) (Supplementary Table 5).

Most patients, 77.8% (452 of 581), initiated antibiotic thera
py on the day of culture sample collection; 19.1% (111 of 581) 
initiated antibiotic therapy on the day after culture sample se
lection. Of the 180 patients who died, 76.5% and 20.6% had ini
tiated an antibiotic on the day of or the day after culture sample 
collection, respectively, relative to 78.1% (374 of 479) and 
18.8% (90 of 479) of those who survived. Mean (SD) length 
of time between the date of culture sample collection and the 
date of death was 52.9 (75.65) days (median, 21.5; interquartile 
range, 51.0 days).

Antimicrobial Resistance

A total of 587 (65.6%) E coli isolates were resistant to ≥1 anti
biotic in ≥1 drug class(es) and 365 (40.8%) were resistant to ≥1 
agent in each of ≥2 drug classes (Table 3). More than 25% of 
isolates were resistant to amoxicillin (57.8%), piperacillin 
(54.7%), amoxicillin/clavulanate (33.6%), trimethoprim/sulfa
methoxazole (29.2%), ciprofloxacin (26.8%), and levofloxacin 
(25.4%). Ten isolates were resistant to carbapenems (1.1%). 
Resistance to ≥1 antibiotic in ≥2 drug classes was higher in 
those with healthcare-associated (47.8%) or hospital-acquired 
(47.3%) IED relative to those with community-acquired IED 
(34.6%) and in those who died (51.7%) relative to those who 
survived (38.1%).

DISCUSSION

Invasive E coli disease is a clinically poorly described disease 
that is nevertheless a leading cause of morbidity and mortality 
globally. In this retrospective study, IED was diagnosed across 
different ethnic groups, equally affected both males and fe
males, and occurred most frequently in older adults aged 
≥60 years. More than one fifth of patients had a delay in initi
ation of therapy (ie, started antibiotic therapy after the culture 
sample collection day), and one third of E coli isolates were re
sistant to an agent in ≥2 drug classes. The older age of patients, 
the later initiation of antibiotics, and the antimicrobial resis
tance observed altogether may explain the CFR reported 
here, 20.0%, which is towards the higher end of the range of val
ues reported for mortality rates in IED patients previously 
(12.4% to 22.0%) [9,10,16].

Previous studies of IED have reported similar underlying 
medical conditions to those observed here, such as malignancy, 
diabetes mellitus, and chronic kidney disease [17–19]. 
Consistent with numerous reports, the urinary tract was the 
most commonly identified source of infection observed in 
41.1% to 61.5% of patients [20–22]. The gastrointestinal tract 
was the second most common source, and it was most common 
in those with hospital-acquired IED.

Differences in the clinical profile and outcomes of IED and in 
antimicrobial resistance of E coli isolates were observed across 
infection acquisition setting and age groups. It is notable that al
though patients aged >60 years were more likely to exhibit organ 
dysfunction than those ≤60 years, this trend was not observed 
with SIRS. Consistent with previous studies, the CFR increased 
with age [23], and there was a trend for a higher CFR in patients 
with hospital-acquired or healthcare-associated IED [22] than in 
those with community-acquired IED. Higher rates of resistance 
to ≥2 drug classes were also observed for isolates from patients 
with hospital-acquired and healthcare-associated IED and in pa
tients who died. Antimicrobial-resistant E coli is one of the most 
frequent pathogens implicated in deaths attributable to antibiot
ic resistance [24,25]. Escherichia coli infections resistant to third- 
generation cephalosporins, quinolones, or multidrug resistant 
have recently been shown to be associated with significantly in
creased 30-day, all-cause mortality relative to susceptible infec
tions [26]. Furthermore, rates of antimicrobial resistance of 
E coli isolates causing bloodstream infections are increasing 
[27,28]. Antimicrobial resistance to trimethoprim/sulfamethox
azole (29.2%), ciprofloxacin (26.8%), and levofloxacin (25.4%) in 
this study were comparable or higher to those previously pub
lished for E coli isolates causing bloodstream infections (trimeth
oprim/sulfamethoxazole, 28%; ciprofloxacin, 12%; levofloxacin, 
11%) [27].

Our results are consistent with other studies reporting a sub
stantial burden due to E coli bacteremia in patients who are 
≥60 years, have had recent medical interventions or admissions, 
and have undergone prolonged hospital stays [16,29]. Notably, 
there is evidence to support phylogenetic variability by age 
group [30,31]. Predominance of distinct strains of E coli exhib
iting unique levels of antimicrobial resistance in specific age 
groups could lead to distinct clinical outcomes. Both the intro
duction of a reliable clinical case definition and further charac
terization of clinical and antimicrobial resistance features of 
IED across age groups could help to improve patient outcomes.

This study was limited by the retrospective, observational de
sign. The retrospective design of the study may explain the very 
low number of urine isolates (n = 184 isolates) because urine 
samples are not regularly stored at the hospital sites. 
Although criteria were used to ensure selection of adequate 
sites, the inability to randomly choose sites could have intro
duced systematic error from multiple sources, including vari
ability in perception of illness, approaches to diagnostic 
testing, and care. Seventeen sites in well developed countries 
were included. Data cannot be generalized to a global picture 
of clinical presentation of IED or the antimicrobial resistance 
of E coli isolates. During the analysis period, the ICD code set 
was changed from version 9 to 10. Use of ICD codes for initial 
patient selection, rather than microbiology data, would likely 
miss some cases of IED entirely, create a selection bias, or intro
duce error in that ICD codes can be incorrectly recorded and 

8 • OFID • Doua et al

D
ow

nloaded from
 https://academ

ic.oup.com
/ofid/article/10/2/ofad026/7008472 by U

niversiteitsbibliotheek U
trecht user on 19 April 2023

http://academic.oup.com/ofid/article-lookup/doi/10.1093/ofid/ofad026#supplementary-data


are rarely revised. Finally, the retrospective analysis of SIRS oc
currence was conducted before the publication of updated 
Sepsis-3 guidelines and did not include changes in immature 
bands of white blood cells [6]. As such, the occurrence of 
SIRS in our study is likely to be underestimated.

The global burden of IED, as well as the enormous challenges 
posed by multidrug-resistant ExPEC, warrant the development 
of a case definition for clinical and research settings. The devel
opment of prophylactic vaccines targeting ExPEC infections 
would benefit from the use of a standardized and generally ac
cepted case definition to allow evaluation and comparisons of 
different vaccines [32]. In this study, more than 95% of cases 
of physician-diagnosed IED were also identified by the case def
inition, suggesting its use could facilitate diagnosis and treat
ment. Data suggest that up to 50% of sepsis cases lack culture 
confirmation [33–35]. Data that exclude urine culture from 
the primary endpoint case definition could miss a substantial 
percentage of all sepsis cases, a majority of which are likely to 
be caused by ExPEC. Thus, the proposed case definition is 

grounded in the presence of a constellation of signs and symp
toms of systemic infection using well accepted clinical tools 
(ie, Sepsis-3, SOFA), but it incorporates culture of E coli 
from a normally sterile site or urine in patients where no oth
er source of infection is identifiable. To increase specificity, 
colony-forming unit (CFU) content of urine of at least 105 

CFU/mL is required [36]; however, our retrospective data
base analysis did not allow the analysis of urine CFU/mL pa
rameter. The case definition is also consistent with Sepsis-3 
guidelines that define sepsis as a host response to a bacterial 
antigen (lipopolysaccharide), which does not mandatorily 
require the continuous presence of bacteria in the blood 
[6]. More importantly, data presented here demonstrate 
the value of the proposed case definition, which incorporates 
both SOFA and SIRS criteria, in that although only 62% of 
IED patients would be identified based on SOFA criteria 
alone (ie, SOFA ≥2), 86% of patients would be identified us
ing both SOFA scores and SIRS criteria (ie, SOFA ≥2 OR ≥2 
SIRS criteria).

Table 3. Antimicrobial Resistance Test Stratified by Mortality and Infection Acquisition Setting

Antimicrobial resistance
Total Mortality: Yes Mortality: No

Community- 
Acquired

Hospital- 
Acquired

Healthcare- 
Associated

N = 902 N = 180 N = 722 N = 468 N = 226 N = 207

Total number of Escherichia coli isolates with  
antimicrobial resistance testing performed

895 (100.0) 178 (100.0) 717 (100.0) 465 (100.0) 224 (100.0) 205 (100.0)

Percentages and number of E coli isolates resistant  
to a given antibiotic

… … … … … …

Amikacin 3 (0.3) 2 (1.1) 1 (0.1) 1 (0.2) 2 (0.9) 0

Amoxicillin 517 (57.8) 109 (61.2) 408 (56.9) 243 (52.3) 142 (63.4) 132 (64.4)

Amoxicillin/clavulanate 301 (33.6) 66 (37.1) 235 (32.8) 141 (30.3) 85 (37.9) 75 (36.6)

Aztreonam 72 (8.0) 24 (13.5) 48 (6.7) 24 (5.2) 17 (7.6) 31 (15.1)

Cefepime 97 (10.8) 23 (12.9) 74 (10.3) 42 (9.0) 26 (11.6) 29 (14.1)

Cefoxitin 46 (5.1) 11 (6.2) 35 (4.9) 23 (4.9) 14 (6.3) 9 (4.4)

Ceftazidime 96 (10.7) 27 (15.2) 69 (9.6) 44 (9.5) 19 (8.5) 33 (16.1)

Ceftriaxone 140 (15.6) 34 (19.1) 106 (14.8) 65 (14.0) 37 (16.5) 38 (18.5)

Cefuroxime 185 (20.7) 50 (28.1) 135 (18.8) 87 (18.7) 51 (22.8) 47 (22.9)

Ciprofloxacin 240 (26.8) 64 (36.0) 176 (24.5) 110 (23.7) 64 (28.6) 66 (32.2)

Ertapenem 6 (0.7) 2 (1.1) 4 (0.6) 1 (0.2) 4 (1.8) 1 (0.5)

Gentamicin 95 (10.6) 24 (13.5) 71 (9.9) 42 (9.0) 31 (13.8) 22 (10.7)

Imipenem 2 (0.2) 1 (0.6) 1 (0.1) 1 (0.2) 1 (0.4) 0

Levofloxacin 227 (25.4) 62 (34.8) 165 (23.0) 103 (22.2) 62 (27.7) 62 (30.2)

Meropenem 2 (0.2) 1 (0.6) 1 (0.1) 1 (0.2) 1 (0.4) 0

Nitrofurantoin 3 (0.3) 2 (1.1) 1 (0.1) 2 (0.4) 1 (0.4) 0

Piperacillin 490 (54.7) 104 (58.4) 386 (53.8) 225 (48.4) 134 (59.8) 131 (63.9)

Piperacillin/tazobactam 38 (4.2) 14 (7.9) 24 (3.3) 14 (3.0) 16 (7.1) 8 (3.9)

Temocillin 71 (7.9) 19 (10.7) 52 (7.3) 30 (6.5) 28 (12.5) 13 (6.3)

Tobramycin 105 (11.7) 27 (15.2) 78 (10.9) 52 (11.2) 26 (11.6) 27 (13.2)

Trimethoprim 179 (20.0) 42 (23.6) 137 (19.1) 80 (17.2) 45 (20.1) 54 (26.3)

Trimethoprim/sulfamethoxazole 261 (29.2) 65 (36.5) 196 (27.3) 114 (24.5) 76 (33.9) 71 (34.6)

Percentages and number of E coli isolates resistant to at  
least 1 antibiotic in each of 1 or more drug classesa

587 (65.6) 121 (68.0) 466 (65.0) 279 (60.0) 158 (70.5) 150 (73.2)

Percentages and number of E coli isolates resistant to at  
least 1 antibiotic in each of 2 or more drug classesa

365 (40.8) 92 (51.7) 273 (38.1) 161 (34.6) 106 (47.3) 98 (47.8)

Data are n (%). Denominator is total number of E coli isolates with antimicrobial resistance testing performed.  
aFive antibiotic drug classes (fluoroquinolone, β-lactam, folate pathway inhibitors, aminoglycoside, and nitrofurantoin) were tested.
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CONCLUSIONS

Increasing awareness of and screening for IED in patients over 
the age of 60 years could improve patient management. Data 
reported here describing clinical characteristics stratified by in
fection acquisition setting, age, and infection outcome could fa
cilitate timely and accurate diagnosis of IED. Furthermore, 
antimicrobial resistance data provide valuable information 
for those working to optimize therapeutic treatment and pa
tient management. Extraintestinal pathogenic E coli is a leading 
cause of invasive bacterial disease, warranting the introduction 
of a specific term and a clinical case definition to reprioritize the 
entity of IED in clinical practice, and to promote standardiza
tion in clinical trial design as new treatments or prophylactic 
vaccines targeting IED are developed. This study provides valu
able real-world data on the risk factors, clinical profile, and so
cioeconomic burden of IED, a disease that has seldom been 
described as a sum of all its manifestations.

Supplementary Data
Supplementary materials are available at Open Forum Infectious Diseases 

online. Consisting of data provided by the authors to benefit the reader, the 
posted materials are not copyedited and are the sole responsibility of the 
authors, so questions or comments should be addressed to the correspond
ing author.

Acknowledgments
We acknowledge Amy Maxson, Kathryn Shute, Todd A Davies, Ron de 

Winter, James Peterson, Delores Etheredge, Darren Abbanat, Sonal 
Munshi, Bart Spiessens, Amy Lwin, Atsushi Momose, Trish Childers, 
Thijs van den Hoven, Brian Morrow, Alvaro Agustin Rodriguez, Frank 
Struyf, Moussa Aitabi, Olivier Barraud, Yohei Doi, Phillippe Lanotte, 
Luis Martinez-Martinez, Allison Mcgeer, Keith Morris, Patricia de 
Palacios, Jeff Powis, Miquel Pujol, Luigia Scudeller, Matthew Sims, 
Joshua Thaden, Katsunori Yanagihara, Thomas Verstraeten, Florian 
Wagenlehner, and Stefan Zimmermann. We also thank Cassidy Bayley 
(Zoetic Science, an Ashfield company, part of UDG Healthcare plc), 
Philip Matthews (Eloquent Scientific Solutions), and Joanne Wolter (inde
pendent on behalf of Janssen) for medical writing assistance.

Financial support. This study and medical writing assistance were fund
ed by Janssen Research and Development, LLC.

Potential conflicts of interest. J. D., J. G., O. G., J. P., and M. S. are em
ployees of Janssen and receive Janssen stock. P. H. was an employee of 
Janssen from 2012 to 2019 and since 2019 has been a Full Professor at 
UMC Utrecht. M. B. is chair of the international study steering committee 
for the E.mbrace study (Janssen Vaccines), with payments made to UMC 
Utrecht. S. G. consults/advises for Janssen. Conflicts that the editors con
sider relevant to the content of the manuscript have been disclosed.

References
1. Russo TA, Johnson JR. Medical and economic impact of extraintestinal infections 

due to Escherichia coli: focus on an increasingly important endemic problem. 
Microbes Infect 2003; 5:449–56.

2. Poolman JT, Wacker M. Extraintestinal pathogenic Escherichia coli, a common 
human pathogen: challenges for vaccine development and progress in the field. 
J Infect Dis 2016; 213:6–13.

3. Russo TA, Johnson JR. Proposal for a new inclusive designation for extraintestinal 
pathogenic isolates of Escherichia coli: ExPEC. J Infect Dis 2000; 181:1753–4.

4. Rosenberg S, Bonten M, Haazen W, et al. Epidemiology and O-serotypes of extra
intestinal pathogenic Escherichia coli disease in patients undergoing transrectal 
ultrasound prostate biopsy: a prospective multicenter study. J Urol 2021; 205: 
826–32.

5. Geurtsen J, de Been M, Weerdenburg E, Zomer A, McNally A, Poolman J. 
Genomics and pathotypes of the many faces of Escherichia coli. FEMS 
Microbiol Rev 2022; 46:fuac031.

6. Singer M, Deutschman CS, Seymour CW, et al. The third international consensus 
definitions for sepsis and septic shock (Sepsis-3). JAMA 2016; 315:801–10.

7. Dugar S, Choudhary C, Duggal A. Sepsis and septic shock: guideline-based man
agement. Cleve Clin J Med 2020; 87:53–64.

8. Buetti N, Marschall J, Atkinson A, Kronenberg A; Swiss Centre for Antibiotic 
Resistance. National bloodstream infection surveillance in Switzerland 2008– 
2014: different patterns and trends for university and community hospitals. 
Infect Control Hosp Epidemiol 2016; 37:1060–7.

9. Pérez-Crespo PMM, Lanz-García JF, Bravo-Ferrer J, et al. Revisiting the epidemi
ology of bloodstream infections and healthcare-associated episodes: results from a 
multicentre prospective cohort in Spain (PRO-BAC study). Int J Antimicrob 
Agents 2021; 58:106352.

10. Bonten M, Johnson JR, van den Biggelaar AHJ, et al. Epidemiology of 
Escherichia coli bacteremia: a systematic literature review. Clin Infect Dis 2021; 
72:1211–9.

11. Rudd KE, Johnson SC, Agesa KM, et al. Global, regional, and national sepsis in
cidence and mortality, 1990–2017: analysis for the global burden of disease study. 
Lancet 2020; 395:200–11.

12. Torio CM, Moore BJ. National Inpatient Hospital Costs: The Most Expensive 
Conditions by Payer, 2013. Statistical brief #204. Healthcare Costs and Utilization 
Program. Available at: https://www.hcup-us.ahrq.gov/reports/statbriefs/sb204-Most- 
Expensive-Hospital-Conditions.jsp. Accessed 8 February 2023.

13. Review on Antimicrobial Resistance. Antimicrobial Resistance: Tackling a crisis 
for the health and wealth of nations. Chaired by Jim O’Neill. Available at: 
https://amr-review.org/sites/default/files/AMR%20Review%20Paper%20-% 
20Tackling%20a%20crisis%20for%20the%20health%20and%20wealth% 
20of%20nations_1.pdf. Accessed 8 February 2023.

14. Friedman ND, Kaye KS, Stout JE, et al. Health care–associated bloodstream infec
tions in adults: a reason to change the accepted definition of community-acquired 
infections. Ann Intern Med 2002; 137:791–7.

15. Rodríguez-Baño J, López-Prieto MD, Portillo MM, et al. Epidemiology and clin
ical features of community-acquired, healthcare-associated and nosocomial 
bloodstream infections in tertiary-care and community hospitals. Clin 
Microbiol Infect 2010; 16:1408–13.

16. Abernethy JK, Johnson AP, Guy R, Hinton N, Sheridan EA, Hope RJ. Thirty day 
all-cause mortality in patients with Escherichia coli bacteraemia in England. Clin 
Microbiol Infect 2015; 21:251 e1–8.

17. Kang CI, Song JH, Chung DR, et al. Risk factors and pathogenic significance of 
severe sepsis and septic shock in 2286 patients with Gram-negative bacteremia. 
J Infect 2011; 62:26–33.

18. Moore JX, Akinyemiju T, Bartolucci A, Wang HE, Waterbor J, Griffin R. A pro
spective study of cancer survivors and risk of sepsis within the REGARDS cohort. 
Cancer Epidemiol 2018; 55:30–8.

19. Thomsen RW, Hundborg HH, Lervang HH, Johnsen SP, Schonheyder HC, 
Sorensen HT. Diabetes mellitus as a risk and prognostic factor for 
community-acquired bacteremia due to enterobacteria: a 10-year, population- 
based study among adults. Clin Infect Dis 2005; 40:628–31.

20. Bai AD, Bonares MJ, Thrall S, Bell CM, Morris AM. Presence of urinary symp
toms in bacteremic urinary tract infection: a retrospective cohort study of 
Escherichia coli bacteremia. BMC Infect Dis 2020; 20:781.

21. Bou-Antoun S, Davies J, Guy R, Johnson AP, Sheridan EA, Hope RJ. Descriptive 
epidemiology of Escherichia coli bacteraemia in England, April 2012 to March 
2014. Euro Surveill 2016; 21:30329.

22. de Lastours V, Laouenan C, Royer G, et al. Mortality in Escherichia coli blood
stream infections: antibiotic resistance still does not make it. J Antimicrob 
Chemother 2020; 75:2334–43.

23. Al-Hasan MN, Eckel-Passow JE, Baddour LM. Bacteremia complicating Gram-nega
tive urinary tract infections: a population-based study. J Infect 2010; 60:278–85.

24. Antimicrobial Resistance Collaborators. Global burden of bacterial antimicrobial 
resistance in 2019: a systematic analysis. Lancet 2022; 399:629–55.

25. Cassini A, Plachouras D, Monnet DL. Attributable deaths caused by infections 
with antibiotic-resistant bacteria in France—authors’ reply. Lancet Infect Dis 
2019; 19:129–30.

26. MacKinnon MC, Sargeant JM, Pearl DL, et al. Evaluation of the health and health
care system burden due to antimicrobial-resistant Escherichia coli infections in 
humans: a systematic review and meta-analysis. Antimicrob Resist Infect 
Control 2020; 9:200.

27. Al-Hasan MN, Lahr BD, Eckel-Passow JE, Baddour LM. Antimicrobial resistance 
trends of Escherichia coli bloodstream isolates: a population-based study, 1998– 
2007. J Antimicrob Chemother 2009; 64:169–74.

10 • OFID • Doua et al

D
ow

nloaded from
 https://academ

ic.oup.com
/ofid/article/10/2/ofad026/7008472 by U

niversiteitsbibliotheek U
trecht user on 19 April 2023

http://academic.oup.com/ofid/article-lookup/doi/10.1093/ofid/ofad026#supplementary-data
https://www.hcup-us.ahrq.gov/reports/statbriefs/sb204-Most-Expensive-Hospital-Conditions.jsp
https://www.hcup-us.ahrq.gov/reports/statbriefs/sb204-Most-Expensive-Hospital-Conditions.jsp
https://amr-review.org/sites/default/files/AMR%20Review%20Paper%20-%20Tackling%20a%20crisis%20for%20the%20health%20and%20wealth%20of%20nations_1.pdf
https://amr-review.org/sites/default/files/AMR%20Review%20Paper%20-%20Tackling%20a%20crisis%20for%20the%20health%20and%20wealth%20of%20nations_1.pdf
https://amr-review.org/sites/default/files/AMR%20Review%20Paper%20-%20Tackling%20a%20crisis%20for%20the%20health%20and%20wealth%20of%20nations_1.pdf


28. MacKinnon MC, McEwen SA, Pearl DL, et al. Increasing incidence and antimicrobial 
resistance in Escherichia coli bloodstream infections: a multinational population- 
based cohort study. Antimicrob Resist Infect Control 2021; 10:131.

29. Jackson LA, Benson P, Neuzil KM, Grandjean M, Marino JL. Burden of 
community-onset Escherichia coli bacteremia in seniors. J Infect Dis 2005; 191:1523–9.

30. Royer G, Darty MM, Clermont O, et al. Phylogroup stability contrasts with high 
within sequence type complex dynamics of Escherichia coli bloodstream infection 
isolates over a 12-year period. Genome Med 2021; 13:77.

31. Rodriguez I, Figueiredo AS, Sousa M, et al. A 21-year survey of Escherichia coli from 
bloodstream infections (BSI) in a tertiary hospital reveals how community-hospital dy
namics of B2 phylogroup clones influence local BSI rates. mSphere 2021; 6:e0086821.

32. Lynch T, Bialy L, Kellner JD, et al. A systematic review on the diagnosis of pedi
atric bacterial pneumonia: when gold is bronze. PLoS One 2010; 5:e11989.

33. Rhee C, Kadri SS, Dekker JP, et al. Prevalence of antibiotic-resistant pathogens in 
culture-proven sepsis and outcomes associated with inadequate and broad- 
spectrum empiric antibiotic use. JAMA Netw Open 2020; 3:e202899.

34. Gupta S, Sakhuja A, Kumar G, McGrath E, Nanchal RS, Kashani KB. 
Culture-negative severe sepsis: nationwide trends and outcomes. Chest 2016; 
150:1251–9.

35. Phua J, Ngerng W, See K, et al. Characteristics and outcomes of culture-negative 
versus culture-positive severe sepsis. Crit Care 2013; 17:R202.

36. U.S. Department of Health and Human Services. Food and Drug 
Administration. Center for Drug Evaluation and Research (CDER). 
Uncomplicated Urinary Tract Infections: Developing Drugs for Treatment 
Guidance for Industry. Available at: https://www.fda.gov/media/129531/ 
download. Accessed 8 September 2021.

Epidemiology of Invasive E coli Disease • OFID • 11

D
ow

nloaded from
 https://academ

ic.oup.com
/ofid/article/10/2/ofad026/7008472 by U

niversiteitsbibliotheek U
trecht user on 19 April 2023

https://www.fda.gov/media/129531/download
https://www.fda.gov/media/129531/download

	Epidemiology, Clinical Features, and Antimicrobial Resistance of Invasive Escherichia Coli Disease in Patients Admitted in Tertiary Care Hospitals
	METHODS
	Study Design and Participants
	Patient Consent Statement
	Data Collection
	Clinical Case Definition of Invasive Escherichia coli Disease
	Statistical Analyses

	RESULTS
	Patient Population
	Characterization, Clinical Profile, and Outcomes of Invasive Escherichia coli Disease Episodes
	Concurrence of Clinical Case Definitions
	Medical Resource Utilization
	Antimicrobial Resistance

	DISCUSSION
	CONCLUSIONS
	Supplementary Data
	Acknowledgments
	References




