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Exploring the feasibility and synergistic
value of the One Health approach in
clinical research: protocol for a prospective
observational study of diagnostic pathways
in human and canine patients with
suspected urinary tract infection
Gloria Cordoba1*, Tina Møller Sørensen2, Anne Holm1, Charlotte Reinhard Bjørnvad2, Lars Bjerrum1
and Lisbeth Rem Jessen2

Abstract
Background: The One Health approach is emerging in response to the development of bacterial resistance. To the
best of our knowledge, the possibility to use this approach in a clinical context has not yet been explored. Thus, in
this paper, we report the procedures to implement a prospective observational study of diagnostic pathways in human
and canine patients with suspected urinary tract infection as a means to assess the feasibility and synergistic value of
setting up One Health clinical research projects and interventions.
Methods/design: A prospective observational study will compare different diagnostic pathways (i.e., 16 possible
combinations of diagnostic tools) to gold standard in human and veterinary primary care practice in Denmark.
Fifty primary care practices and 100 veterinary clinics will each consecutively include 20 human patients or 8–10
dogs, respectively. Data will be collected at practice and patient level comprising (a) information about the organization
of the practice and access to different diagnostic tools, (b) information about clinical history, diagnostic path and
treatment during the index consultation, (c) information about severity of symptoms during the 7–10 days following
inclusion, and (d) urine culture (type of microorganism and susceptibility test). The feasibility and synergistic value of
conducting future research, and/or designing common interventions, will be assessed by evaluating the comparability
of human primary care and veterinary primary care with respect to study implementation and study results.
Discussion: Results from this study will give an insight into the feasibility and synergistic value of setting-up One Health
research projects in a clinical context. This is crucial if we are to embrace the One Health approach, as a legitimate
strategy to implement common interventions aimed at influencing the diagnostic process in human and canine
patients in order to decrease inappropriate use of antibiotics.
Trial registration: The study in humans has been registered in ClinicalTrials.gov NCT02249273.
Keywords: Dysuria, Microbiology, Point-of-care systems
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Background
Animals and humans share a common environment and
may thereby impact each other’s health. One Health is
defined as the collaborative effort of multiple disciplines
to attain optimal health for people, animals, and the environment [1] by studying and controlling the risks factors that can originate diseases at the confluence of
humans, animals, and their interacting environment.
For many years, this approach was only used in the
area of Translational Science [2] (i.e., animal models for
testing new medicaments). Nonetheless during the last
15 years, the One Health approach has gained recognition about its effectiveness for mitigating and increasing
the understanding of the mechanisms involved in the
spread of infectious diseases [3, 4]. Consequently, this
approach has been mostly developed in the public health
area regarding management of zoonotic diseases [5] and
surveillance of emerging diseases [6].
Now, new routes have started to be explored as a means
to take not only advantage of the potential synergism of
the similarities between species but also advantage of the
similarities regarding the required skills needed by medical
doctors, veterinarians, and Public Health professionals,
when dealing with infectious diseases [7].
In that sense, the uncontainable development of antibiotic resistance in humans and animals [8, 9] has exposed
the fragility of the species barrier [10], revealing the need
to promote a cross-sectorial collaboration that follows a
One Health strategy, not only at a public health level but
also in a clinical context.
Inappropriate use of antibiotics is one of the most important determinants for the development of antibioticresistant bacterial strains [11]. Consequently, during the
past two decades, several studies have tried to identify
the determinants of antibiotic prescription in humans
and animals [12–14]. The overall conclusion is that a
variety of factors influence the final decision to prescribe
antibiotics, including characteristics of the patient, the
prescriber, the health system, and the society.
Previous studies have shown that uncertainty about the
bacterial or viral origin of the symptoms [15] and riskavoidance attitudes [16] are associated with inappropriate
prescribing of antibiotics, implying that use of accurate
diagnostic tools is crucial during the decision-making
process of antibiotic prescription.
Urinary tract infection (UTI) is a frequent reason to
prescribe antibiotics, both in humans at primary care
level [17] and in companion animals [18], fuelling the
development of antibiotic-resistant strains, specifically in
gram-negative rods such as extended spectrum betalactamase (ESBL)-producing Escherichia coli [19].
General practitioners (GPs) and companion animal
veterinarians (CAVs) face two common challenges: (a) lack
of consensus regarding the validity of different diagnostic
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approaches in human and canine patients with suspected
UTI and, (b) lack of evidence regarding the impact of the
use of these diagnostic approaches on the clinical and
microbiological recovery.
The lack of consensus and evidence is highlighted in the
current international recommendations regarding treatment of UTI in humans and companion animals, which
tend to focus on issues of antibiotic treatment (drug selection, dose, duration, and route of administration) with less
emphasis on the diagnostic process [18, 20].
Several diagnostic tools are available in human and veterinary practice to identify patients with UTI, but there is no
consensus about the added value of using different diagnostic pathways. For example, some studies of human patients with uncomplicated UTI have demonstrated that
symptoms alone lead to overuse of antibiotics [21–23],
while other studies have concluded that the combination
of specific symptoms may justify the empirical prescription
of antibiotics without a need for further testing [24, 25].
Furthermore, studies assessing the validity of microscopy show wide variation in sensitivity (60–100 %) and
specificity (49–100 %) to predict significant bacteriuria
in humans [26, 27] and in companion animals [28–29].
There are no studies comparing microscopy with more
recent diagnostic tools such as point-of-care culture and
susceptibility testing in human and veterinary primary
care practice.
In this paper, we describe the procedures for conducting
a prospective observational diagnostic study in human
and canine patients with suspected UTI. The aims of the
study are (i) to assess the impact of the diagnostic process
on proper use of antibiotics in human and canine patients
with suspected UTI, (ii) to assess the feasibility (i.e., degree
of comparability of the implementation phase), and (iii)
the synergistic value (i.e., degree of comparability of the
results) of the One Health approach in order to design
common future interventions and research.

Methods/design
Design and setting

The study is designed as a prospective observational
study comparing different diagnostic strategies with gold
standard (culture and susceptibility testing at a reference
microbiological laboratory) in human and veterinary primary care practice in Denmark.
There are five common diagnostic tests, which can
be used in humans and animals with suspected UTI
(Additional file 1). The interpretation of these tests
can vary due to differences in the prevalence of some
microorganisms, the urine collection technique, and
cut-off point for significant bacteriuria on positive
cultures (Additional file 2).
The clinical use of these diagnostic tools corresponds
to 16 potential diagnostic pathways that are summarized
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in Fig. 1 and are mainly divided into those pathways in
which the result is available during the consultation
(signs and symptoms, dipsticks, microscopy) or those in
which the result is available 1–3 days after the consultation (culture and susceptibility test in practice, culture
and susceptibility test at a reference microbiology
laboratory).
Population

Fifty practices in the capital region and 100 veterinary
clinics in Denmark will consecutively include minimum
20 human patients or 8–10 dogs, respectively. The inclusion criteria are summarized in Table 1.
The study is planned to last 2 years. Every 6 months,
general practitioners from the capital region and veterinarians from the whole country will receive a personal
invitation letter to participate until we get the expected
number of professionals.
Data collection

Figure 2 summarizes the data collection process.
Before enrollment of patients, the contact person at each
practice/veterinary clinic (i.e., general practitioner, nurse,
and veterinarian) will complete a background questionnaire about the organization of the practice/clinic and the
access to different diagnostic tools.
On the day of the index consultation, the clinical history,
diagnostic path, treatment, and other relevant decisions
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made during the consultation will be registered. Health
care providers will consecutively include patients that fulfill
inclusion criteria. Age and gender of human patients that
fulfill the inclusion criteria but refuse to participate in the
study will be registered.
The patient or the dog owner will keep a diary during the
7–10 days following inclusion. Human patients will be
asked about potential risk factors for harboring resistant
bacteria, specifically ESBL-resistant E. coli [30]. Both
human patients and dog owners will register severity of
clinical symptoms daily during 7–10 days. The validation of
the severity score in humans will be published elsewhere.
Automatic text message reminders will be sent to the
patient or dog owner to remind them to fill out and return
the diary and to remember to send in a second urine sample for culture 2 weeks after the index consultation.
For those patients attending general practice, further information about co-morbidities, hospitalizations, and use
of antibiotics will be collected from The Danish National
Patient Register and The Danish National Prescription
Register.
Urine samples

A urine sample will be collected from each patient and
dog and used for two purposes: (a) gold standard culture
and susceptibility testing at a reference laboratory and
(b) on-site diagnostic procedures (i.e., sign and symptoms, sticks, microscopy, culture and susceptibility test

Fig. 1 Diagnostic path in patients with suspected UTI in human and veterinary primary care practices in Denmark. The decision tree illustrates the
different diagnostic pathways that can be taken during the diagnostic process of a patient with a suspected UTI. The diagnostic pathways are divided
into those pathways in which the result is available during the consultation (signs and symptoms, dipsticks, microscopy) and those in which the result is
available 1–3 days after the consultation (culture and susceptibility test in practice, culture and susceptibility test at a reference microbiology laboratory)
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Table 1 Summary of the inclusion and exclusion criteria for patients presenting with signs of urinary tract infection
Inclusion criteria

General practice

Veterinary practice

≥18 years of age

Dogs of all ages

Acute dysuria and/or frequency

Acute dysuria, frequency, hematuria,
strangury, and/or malodorous urine

Patient consulting during office hours

Exclusion criteria

A suspected UTI

A suspected UTI

Patient signs written informed consent

Owner signs written informed consent

Currently taking antibiotics

Antibiotic treatment in the last 3 weeks

Inability to fill in the symptom diary

Systemic illness

Inability to provide a urine sample

Known chronic disease(s)

Inability to sign an inform consent

Chronic, recurrent or relapsing UTI
(three times or more in a year)

Previous participation in this study

Inability to collect a urine sample
Previous participation in this study

UTI urinary tract infection

Fig. 2 Data collection flow chart. The diagram shows the phases and milestones of data collection before, during, and after the index consultation in
human and veterinary primary care practices
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in the practice/clinic). Human patients will deliver a
second urine sample for culture 14 days after the index
consultation in order to evaluate the microbiological
effect of the treatment.
Gold standard

Urine samples will be sent by certified mail to the reference laboratories. For general practice, urine samples
will be analyzed at the National Center for Surveillance,
Prevention and Control of Infectious Diseases—Statens
Serum Institute (SSI)—and urine samples from veterinary practices will be analyzed at the Department of Veterinary Disease Biology, University of Copenhagen
(SUND VET DIAGNOSTIK (SVD)). Mid-stream urine
and catheter-collected urine samples will be sent in boric
acid preservation tubes (10 mL Sarstedt monovette and
BD Vacutainer C&S Boric Acid Kit), and urine sampled
by cystocentesis will be sent in plain sterile vacutainer
tubes. Laboratory staff members processing and analyzing the cultures will not have access to any clinical
information.
At SSI, aerobic urine culture will be performed with 1 μL
on blood agar plate and “blue” agar plate (SSI Diagnostics,
Denmark) and 100 μL on ESBL chromogenic culture
media (Brilliance ESBL AGAR; Oxoid, UK).
ESBL plates will be examined after 1 day of incubation
and read according to the color chart provided by the
manufacturer. Phenotypic confirmation of ESBL production is performed by the Total ESBL Confirm Kit 98014
(Rosco Diagnostics).
Susceptibility testing will be performed and interpreted
according to EUCAST standards [31] on Mueller-Hinton
agar plates using Neo-Sensitabs (Sulfamethoxazole,
trimethoprim, ampicillin, amoxicillin-clavulanic acid,
cefpodoxime, ciprofloxacin, and nitrofurantoin, Rosco
Diagnostics).
At SVD, samples will be cultured on bovine blood agar
plates as well as MacConkey agar plates. Each half of the
bovine blood agar plates will be prepared with sterile
loops containing 1 μL and 10 μL urine, respectively. The
MacConkey agar plates will be prepared with sterile
loops containing 1 μL of each urine sample. All plates
will be incubated aerobically overnight at 37 °C.
When reading the plates, any growth on the MacConkey plate will be noted. If growth is observed on the bovine blood agar plates, the colonies will be inspected and
the number of colony-forming units (CFU) per milliliter
of urine will be counted and noted. If more than one
type of colony is present, each type will be subcultured
on a separate bovine blood agar plate and incubated
overnight at 37 °C before reading the next morning.
Each type of colony will be identified to species level by
matrix-assisted laser desorption/ionization time of flight
(MALDI-TOF) mass spectrometry (Vitek MS RUO,
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France). Antimicrobial susceptibility will be tested by
broth microdilution (Sensititre® COMPAN1F; TREK
Diagnostic System Ltd., West Sussex, UK) according
to the Clinical and Laboratory Standards Institute
(CLSI) [32].
While the study is ongoing, GPs and veterinarians will
not receive the results from the reference laboratories in
order to avoid impacting the diagnostic procedures and
case management (review bias).
Outcomes

The outcomes and source of data related to the diagnostic pathways are presented in Table 2.
The feasibility and synergistic value of conducting future
research, and/or designing common interventions, will be
assessed by evaluating the comparability of human primary care and veterinary primary care with respect to (i)
the study implementation and (ii) the study results. Feasibility and synergistic value outcomes are summarized in
Table 3.
Sample size calculation

Due to the observational design of the study, the distribution of the diagnostic pathways is currently unknown.
Nonetheless, the calculated sample sizes are based on
the following assumptions: (a) the four diagnostic pathways that influence the decision during the consultation
(i.e., sign and symptoms, sticks, microscopy—Fig. 1) are
used in 60 % of the human patients and 80 % of the
dogs, (b) a correct decision (i.e., appropriate use of antibiotics—Fig. 3) is made for 60 % of the human patients
and 55 % of the dogs, while (c) an incorrect decision
during the consultation is made for 40 % of the human
patients and 45 % of the dogs in which any of the
remaining 12 diagnostic pathways (involving culture
and/or susceptibility testing) are performed. Intra-class
correlation = 0.2, α = 0.05 and β = 0.2. Based on these assumptions, 900 patients from 50 practices and 800 dogs
from 100 veterinary clinics are required.
Data management

Two different databases will be created to store data
from general practice and data from veterinary clinics,
respectively. The data from general practice will be
stored in an encrypted drive as it contains the personal
identification number from each patient (CPR number)
and the national identification number at practice level
(ydernummer). All data will be typed twice and will be
screened for data entry errors and extreme values using
tables, plots, and specific commands using SAS software,
Version 9.3 of the SAS System for Windows 7; copyright
(c) 2002–2010 by SAS Institute Inc., Cary, NC, USA.
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Table 2 Primary and secondary outcomes with data sources to investigate the impact of diagnostic and treatment procedures in
patients with suspected UTI in human and veterinary primary care practices in Denmark
General practice

Veterinary practice

Primary outcome

Source of data

Primary outcome

Source of data

Proportion of (i) appropriate decisions to treat
with antibiotics and (ii) appropriate choices of
antibiotic for each diagnostic path

Case report form

Proportion of (i) appropriate decisions to treat
with antibiotics and (ii) appropriate choices of
antibiotic for each diagnostic path

Case report form

Difference in the percentage of patients with
appropriate antibiotic treatment when comparing
diagnostic pathways during the consultation and
diagnostic pathways after the consultation

Culture report
from SSIa

Difference in the percentage of patients with
appropriate antibiotic treatment when comparing
diagnostic pathways during the consultation and
diagnostic pathways after the consultation

Culture report
from SVDa

Secondary outcomes

Secondary outcomes

Validity of each diagnostic path

Case report form

Validity of each diagnostic path

Culture report
from SSI

Case report form
Culture report
from SVD

Number of days until clinical cure (i.e., first
day without symptoms from the urinary tract)

Symptom diary

Number of days until clinical cure (i.e., first day
without clinical signs from the urinary tract

Symptom diary

Prevalence of uro-pathogens

Culture report
from SSI

Prevalence of uro-pathogens

Culture report
from SVD

Susceptibility patterns for each bacterial strain

Culture report
from SSI

Susceptibility patterns for each bacterial strain

Culture report
from SVD

Prevalence of ESBL-resistant E. coli

Culture report
from SSI

Prevalence of multi-resistant bacterial strains

Culture report
from SVD

Risk factors for harboring ESBL-resistant E. coli

Culture report
from SSI

n.a.

n.a.

Patient questionnaire
SSI Statens Serum Institute, SVD SUND VET DIAGNOSTIK, ESBL extended spectrum beta-lactamase, n.a. not available
a
Reference laboratories

Statistical analysis

The result from the “gold standard” will provide information to assess proper use of antibiotics as described in
Fig. 3. First- and second-line antibiotics for the treatment of UTI in humans and dogs are presented in
Table 4.
Sensitivity, specificity, likelihood ratios, and receiveroperating characteristic (ROC) curves will be used to assess the accuracy of the diagnostic pathways.

Table 3 Outcomes to assess the feasibility and synergistic value
of the One Health approach in human and veterinary primary
care practices in Denmark
Outcome
Feasibility

• Number of clinicians recruited
• Number of patients recruited
• Recruitment speed rate of patients
• Number of patients followed-up
• Proportion of data completion

Synergistic value

A hierarchical logistic regression model will be constructed to assess the association between the use of different diagnostic pathways and proper use of antibiotics,
while taking into consideration characteristics at patient
and clinic level. The propensity score matching technique will be employed to adjust for pre-test imbalances
in the different groups of diagnostic approaches.
Descriptive statistics looking at differences in feasibility and synergistic value outcomes between the medical
and veterinary study groups will be presented. A qualitative assessment of the extent of comparability between
the veterinary and medical disciplines will be deduced,
and based on this, areas for meaningful future collaboration (i.e., common educational interventions/research)
will be identified.

• Proportion of appropriate decisions to treat
with antibiotics for each diagnostic path
• Proportion of appropriate choices of
antibiotic for each diagnostic path

Ethics and dissemination

The study does not represent any risk for the patients
due to the observational design. The diagnostic process
and the treatment will be registered as it is currently
done in everyday practice. Consequently, the course of
disease and the treatment strategies are not affected by
participation or not in the study.
The Regional Ethical Committee has approved development of the biobank, and informed written consents
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Fig. 3 Definition of appropriate and inappropriate use of antibiotics. Appropriate use of antibiotics means that the decision about not giving antibiotics is
correct as far as the culture is negative or the bacteria is susceptible to the prescribed antibiotic. Inappropriate use of antibiotics can lead to two scenarios:
(a) under-treatment: a patient with a positive culture is not given antibiotics or the bacteria are not susceptible to the prescribed antibiotic and (b)
over-treatment: a patient with a negative culture is given antibiotics or is unnecessarily treated with a second-line antibiotic

will be obtained from all human participants and dog
owners.
Results of the study will be published in medical and
veterinary journals as well as in journals promoting the
One Health approach. The results of the project will be
presented in scientific conferences in which novel strategies to curb the development of resistant bacterial
strains are discussed.

Discussion
This study is designed to contribute with unique information concerning the feasibility and synergistic
value of setting-up One Health projects in a clinical
context by comparing implementation outcomes as
well as the impact of the diagnostic process on
proper use of antibiotics in human and canine patients with suspected UTI.

Methodology—strengths and limitations

The most important strength of the study is the pragmatic
design. Hence, it is expected to increase applicability and
generalizability of the findings as it is a snap-shot of the
decision-making process during daily practice.
The pragmatic design is expected to encourage the
consecutive inclusion of the clinically relevant population (i.e., all symptomatic patients with suspected UTI)
in order to avoid selection bias. Subgroup analyses of
the performance of the diagnostic pathways are performed in order to avoid misinterpretation of the performance of these pathways due to the case-mix of
patients (spectrum bias) [33].
Furthermore, we will control review bias [34] by
blinding the attending clinicians to the result of the
“gold standard”, while technicians assessing the gold
standard are blind to the results of the diagnostic
process and management. Finally, the diagnostic

Table 4 National Danish UTI treatment recommendations
General practice [38]

Veterinary practice [39]

* Sulfamethizol 1 g × 2 for 3 days

* Amoxicillin 10–15 mg/kg, PO, BID–TID ≤7 days

* Pivmecillinam 400 mg × 3 for 3 days

* Sulfa/TMP 15 mg/kg, PO, BID ≤7 days

Acute uncomplicated cystitis
First-line antibiotics

* Trimethoprim 200 mg × 2 for 3 days

* Amoxicillin/clavulanic acid 12.5–25 mg/kg, PO, BID–TID ≤7 days

* Nitrofurantoin 50 mg × 4 for 3 days

* Enrofloxacin 5 mg/kg IM/SC/PO, SID ≤7 days

* Sulfamethizol 1 g × 2 for 3 days

* Amoxicillin 10–15 mg/kg, PO, BID–TID 7 days to 4 weeks

* Pivmecillinam 400 mg × 3 for 3 days

* Sulfa/TMP 15 mg/kg, PO, BID 7 days to 4 weeks

* Trimethoprim 200 mg × 2 for 3 days

* Amoxicillin/clavulanic acid 12.5–20 mg/kg, PO, BID–TID 7 days to 4 weeks

* Nitrofurantoin 50 mg × 4 for 3 days

* Enrofloxacin 5 mg/kg IM/SC/PO, SID 7 days to 4 weeks

First-line antibiotics

* Pivmecillinam 400 mg × 3 for 3 days

* Amoxicillin/clavulanic acid 12.5–25 mg/kg IM/SC/PO, BID–TID 4–6 weeks

Second-line antibiotics

* Ciprofloxacin 500 mg × 2 for 10 days

* Enrofloxacin 5–20 mg/kg IM/SC/PO, SID 4–6 weeks

Second-line antibiotics

Acute complicated cystitis
First-line antibiotics

Second-line antibiotics

Acute pyelonephritis
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pathways are not used to determine the final outcome
(incorporation bias).
The observational design of the study is however also an
important limitation. As we do not influence the diagnostic and treatment procedures already used in the different
practices, the validity of the diagnostic pathways is affected by the variation caused by inter-observer interpretation, use of different commercial brands for the different
diagnostic tools, the preferences for using certain diagnostic tools, and the tendency to prescribe antibiotics. We
expect to be able to quantify the impact of such variation
by developing hierarchical models with random effects
and performing sensitivity analysis for specific groups.
Although the study aims at recruiting a wide variety of
practices and veterinary clinics, we cannot rule out that
they will differ in some basic characteristics from the general practice and veterinary clinic population. Hence,
when interpreting the results, we will need to assess the
extent of representativeness of our sample and stress out
that our results could be the most conservative scenario
as previous studies have shown that health professionals
participating in research studies or audits have a lower
prescription pattern in comparison with their counterparts that do not participate in this type of activities [35].
Finally, in human patients, we cannot control the way
patients collect the urine sample; nonetheless, there is
some evidence suggesting that the collection technique is
not important with regard to sample contamination [36].
One Health approach—challenges and opportunities

The lack of validated diagnostic strategies is a challenge
to both general practitioners and companion animal veterinarians, when managing patients with suspected UTI.
The increasing number of antibiotics used for both animals and humans makes the One Health approach a
logic alternative strategy that can bring about effective
solutions. Nonetheless, it is crucial to know first to what
extent GPs and CAVs can work together and the relevance of such work.
As stated by Lerner et al. [37], the philosophy of the
One Health approach needs to be written. In that sense,
we expect to contribute with state-of-the-art knowledge
about the feasibility and synergistic value, bearing in
mind that better cooperation and coordination does not
mean integration.
However, the potential identification of similar challenges in the diagnostic process, opens a unique possibility
to implement common interventions related to changing
clinical practice behavior (i.e., use of new technologies to
support the decision-making process, training to cope
with uncertainty) and hopefully promote rational antibiotic use in humans and dogs for the benefits of all parts.
Finally, it is important to highlight that there are several
difficulties on the road to One Health clinical projects. Lack
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of a broad availability of funds that support this type of initiative has been the most important challenge in order to
design the study as aligned as possible. For example, the
second urine sample could not be funded on the veterinary
side, thus we will not obtain information about the microbiological recovery of the dogs after 2 weeks.
Conclusion

This is the first clinical research protocol aimed at exploring the feasibility and synergistic value of using the
One Health approach in a clinical context. Results from
this study are crucial, if we are to embrace the One
Health approach as a legitimate strategy. A strategy, in
which the advantages of the inter-disciplinary work can
bring about solutions to the diagnostic challenges encountered in daily practice, when making the decision
of prescribing antibiotics or not. Improving the accuracy of the diagnostic process could potentially reduce
the unnecessary prescription of antibiotics, which in
the long-term perspective could contribute with curbing the development of resistant strains.
Current status

The recruitment phase has started. Thirty practices have
recruited 400 patients, while 96 veterinary clinics have
recruited 153 dogs.

Additional files
Additional file 1: Overview of available diagnostic paths. One Health
overview of available diagnostic paths for patients with suspected urinary
tract infection in human and veterinary primary care practices in Denmark
Additional file 2: Overview of factors influencing the interpretation
of urine samples. One Health overview of factors influencing the
interpretation of urine samples from patients with suspected urinary tract
infection in human and veterinary primary care practices in Denmark
Competing interests
Nothing to declare.
Authors’ contributions
All authors participated in the design of the study and read and approved
the final manuscript. GC designed the study, is in charge of the
implementation in the human side, and drafted the manuscript. TS is in
charge of the implementation in the veterinarian side, drafted the veterinary
elements, and contributed with critical comments to the remaining
manuscript. AH participated in the design and contributed with critical
comments to the manuscript. CB participated in the design and contributed
with critical comments to the manuscript. LB is the leader of the WP4,
participated in the design, and contributed with critical comments to the
manuscript. LRJ participated in the design and contributed with critical
comments to the manuscript.
Acknowledgments
We thank SSI and SVD groups for explaining their procedures to interpret
positive cultures and susceptibility tests. We also thank Professor Marjukka
Makella and Statistician Volkert Siersma for their useful comments on earlier
drafts of the study protocol. Finally, we would like to thank Professor Luca
Guardabassi for encouraging the multidisciplinary work at the UC-CARE
Centre (University of Copenhagen Research Centre for Control of Antibiotic
Resistance).

Cordoba et al. Pilot and Feasibility Studies (2015) 1:38

Funding
This study is funded by (a) 2016 fund (Grant from the University of Copenhagen
to promote inter-disciplinary research), (b) KAP-H (agency for quality in primary
care at the capital region), (c) Læge Sofus Carl Emil Friis og Hustru Olga Doris Friis’
legat, (d) Fondet for sygdomsbekæmpelse hos vore familiedyr, and (e) Vetfond.
Author details
Department of Public Health, The Research Unit for General Practice and
Section of General Practice, University of Copenhagen, Øster Farimagsgade 5,
P. O. Box 2099, DK-1440 Copenhagen K, Denmark. 2Department of Veterinary
Clinical & Animal Sciences, University of Copenhagen, Copenhagen,
Denmark.
1

Received: 25 June 2015 Accepted: 4 November 2015

References
1. One Health Initiative Task Force. One health: a new professional imperative.
Schaumburg: IL American Veterinary Medical Association; 2008. p. 76.
2. Gerdts V, Wilson HL, Meurens F, van Drunen Littel-van den Hurk S, Wilson D,
Walker S, et al. Large animal models for vaccine development and testing.
ILAR J. 2015;56(1):53–62.
3. One Health Initiative. http://www.onehealthinitiative.com/index.php (2006).
Accessed 27 Oct 2015.
4. One Health Global Network. http://www.onehealthglobal.net (2012).
Accessed 27 Oct 2015.
5. Cantas L, Suer K. Review: the important bacterial zoonoses in “one health”
concept. Front Public Health. 2014;2:144.
6. Cox-Witton K, Reiss A, Woods R, Grillo V, Baker RT, Blyde DJ, et al. Emerging
infectious diseases in free-ranging wildlife-Australian zoo based wildlife
hospitals contribute to national surveillance. PLoS One. 2014;9(5):e95127.
7. Cipolla M, Bonizzi L, Zecconi A. From “One Health” to “One
Communication”: the contribution of communication in veterinary medicine
to public health. Vet Sci. 2015;2(3):135.
8. Statens Serum Institut. DANMAP 2011- Use of antimicrobial agents and
occurrence of antimicrobial resistance in bacteria from food animals, food and
humans in Denmark. Copenhagen: Statens Serum Institut; 2011. p. 4–138.
9. Center for Disease Control and Prevention. National Antimicrobial
Resistance Monitoring System for Enteric Bacteria (NARMS).
http://www.cdc.gov/narms/index.html (2014). Accessed 27 Oct 2015.
10. Harrison EMW LA, Holden MT, Welch JJ, Wilson K, Morgan FJ, Harris SR, et al.
A shared population of epidemic methicillin-resistant Staphylococcus aureus
15 circulates in humans and companion animals. Mbio. 2014;5(3):e00985–13.
11. WHO. Worldwide country situation analysis: response to antimicrobial
resistance. Geneva: World Health Organization; 2015. p. 50.
12. Franco BE, Altagracia Martínez M, Sanchez Rodriguez MA, Wertheimer AI. The
determinants of the antibiotic resistance process. Infect Drug Resist. 2009;2:1–11.
13. Hulscher ME, van der Meer JW, Grol RP. Antibiotic use: how to improve it?
Int J Med Microbiol. 2010;300(6):351–6.
14. McEwen SA, Fedorka-Cray PJ. Antimicrobial use and resistance in animals.
Clin Infect Dis. 2002;34 Suppl 3:S93–106.
15. Tonkin-Crine S, Yardley L, Little P. Antibiotic prescribing for acute respiratory
tract infections in primary care: a systematic review and meta-ethnography.
J Antimicrob Chemother. 2011;66(10):2215–23.
16. Michel-Lepage A, Ventelou B, Nebout A, Verger P, Pulcini C. Cross-sectional
survey: risk-averse French GPs use more rapid-antigen diagnostic tests in
tonsillitis in children. BMJ Open. 2013;3(10):e003540.
17. Ferry SA, Holm SE, Stenlund H, Lundholm R, Monsen TJ. The natural course of
uncomplicated lower urinary tract infection in women illustrated by a
randomized placebo controlled study. Scand J Infect Dis. 2004;36(4):296–301.
18. Weese JS, Blondeau JM, Boothe D, Breitschwerdt EB, Guardabassi L, Hillier A,
et al. Antimicrobial use guidelines for treatment of urinary tract disease in dogs
and cats: antimicrobial guidelines working group of the international society
for companion animal infectious diseases. Vet Med Int. 2011;2011:263768.
19. Turner PJ. Extended-spectrum beta-lactamases. Clin Infect Dis. 2005;41
Suppl 4:S273–5.
20. Gupta K, Hooton TM, Naber KG, Wullt B, Colgan R, Miller LG, et al.
International clinical practice guidelines for the treatment of acute
uncomplicated cystitis and pyelonephritis in women: a 2010 update by the
Infectious Diseases Society of America and the European Society for
Microbiology and Infectious Diseases. Clin Infect Dis. 2011;52(5):e103–20.

Page 9 of 9

21. Giesen LG, Cousins G, Dimitrov BD, van de Laar FA, Fahey T. Predicting acute
uncomplicated urinary tract infection in women: a systematic review of the
diagnostic accuracy of symptoms and signs. BMC Fam Pract. 2010;11:78.
22. Heytens SD, Sutter A, De Backer D, Verschraegen G, Christiaens T. Cystitis:
symptomatology in women with suspected uncomplicated urinary tract
infection. J Womens Health (Larchmt). 2011;20(7):1117–21.
23. McIsaac WJ, Moineddin R, Ross S. Validation of a decision aid to assist
physicians in reducing unnecessary antibiotic drug use for acute cystitis.
Arch Intern Med. 2007;167(20):2201–6.
24. Bent S, Nallamothu BK, Simel DL, Fihn SD, Saint S. Does this woman have an
acute uncomplicated urinary tract infection? JAMA. 2002;287(20):2701–10.
25. Grigoryan L, Trautner BW, Gupta K. Diagnosis and management of urinary tract
infections in the outpatient setting: a review. JAMA. 2014;312(16):1677–84.
26. Bjerrum L, Grinsted P, Sogaard P. Can we rely on the results of urine
microscopy and culture when tests are performed in general practice?
Ugeskr Laeger. 2002;164(14):1927–30.
27. Blum RN, Wright RA. Detection of pyuria and bacteriuria in symptomatic
ambulatory women. J Gen Intern Med. 1992;7(2):140–4.
28. O’Neil E, Horney B, Burton S, Lewis PJ, MacKenzie A, Stryhn H. Comparison
of wet-mount, Wright-Giemsa and Gram-stained urine sediment for
predicting bacteriuria in dogs and cats. Can Vet J. 2013;54(11):1061–6.
29. Swenson CL, Boisvert AM, Kruger JM, Gibbons-Burgener SN. Evaluation of
modified Wright-staining of urine sediment as a method for accurate
detection of bacteriuria in dogs. J Am Vet Med Assoc. 2004;224(8):1282–9.
30. Soraas A, Sundsfjord A, Sandven I, Brunborg C, Jenum PA. Risk factors for
community-acquired urinary tract infections caused by ESBL-producing
enterobacteriaceae–a case–control study in a low prevalence country. PLoS
One. 2013;8(7):e69581.
31. European Committee on Antimicrobial susceptibility testing.
www.eucast.org (2013). Accessed 27 Oct 2015.
32. Clinical and Laboratory Standards Institute. http://clsi.org/standards/micro/
(2015). Accessed 27 Oct 2015.
33. Willis BH. Spectrum bias–why clinicians need to be cautious when applying
diagnostic test studies. Fam Pract. 2008;25(5):390–6.
34. Whiting PF, Rutjes AW, Westwood ME, Mallett S. A systematic review
classifies sources of bias and variation in diagnostic test accuracy studies.
J Clin Epidemiol. 2013;66(10):1093–104.
35. Strandberg EL, Ovhed I, Troein M, Hakansson A. Influence of self-registration
on audit participants and their non-participating colleagues. A retrospective
study of medical records concerning prescription patterns. Scand J Prim
Health Care. 2005;23(1):42–6.
36. Lifshitz E, Kramer L. Outpatient urine culture: does collection technique
matter? Arch Intern Med. 2000;160(16):2537–40.
37. Lerner H, Berg C. The concept of health in One Health and some practical
implications for research and education: what is One Health? Infect Ecol
Epidemiol. 2015;5:25300.
38. Lægehaandbogen. https://www.sundhed.dk/sundhedsfaglig/
laegehaandbogen/nyrer-og-urinveje/symptomer-og-tegn/nedsatnyrefunktion/ (2012). Accessed 27 Oct 2015.
39. Spohr A, Schjøth B, Wiinberg B. [Antibiotic Use Guidelines for Companion Animal
Practice]. https://www.ddd.dk/sektioner/hundkatsmaedyr/antibiotikavejledning/
Documents/AntibioticGuidelines.pdf. (2012). Accessed 27 Oct 2015.

