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Abstract

Background: Avoidance of unnecessary antimicrobial administration is a key tenet of antimicrobial stewardship;
knowing the optimal duration of therapy obviates over-treatment. However, little research has been performed to
establish course lengths for common canine infections. In clinical practice, antimicrobial therapy is frequently
prescribed in dogs presenting lower urinary tract signs (haematuria, pollakiuria and dysuria/stranguria). The
proposed length of treatment in International Consensus guidelines has decreased with each iteration, but these
recommendations remain arbitrary and largely extrapolated from experience in people.

Methods: The objective of this prospective, multi-centre study is to find the shortest course duration that is non-
inferior to the standard duration of 7 days of amoxicillin/clavulanate in terms of clinical outcomes for female dogs
with lower urinary tract signs consistent with a urinary tract infection. An electronic data capture platform will be
used by participating veterinarians working in clinical practice in the United Kingdom. Eligible dogs must be female,
aged between 6 months and 10 years and have lower urinary tract signs of up to seven days’ duration. Enrolment
will be offered in cases where the case clinician intends to prescribe antimicrobial therapy. Automatic pseudo-
randomisation to treatment group will be based on the day of presentation (Monday-Friday); all antimicrobial
courses will be completed on the Sunday after presentation generating different treatment durations. Follow-up
data will be collected 1, 8 and 22-26 days after completion of the antimicrobial course to ensure effective safety
netting, and to monitor short-term outcome and recurrence rates. Informed owner consent will be obtained in all
cases. The study is approved by the Ethical Review Board of the University of Nottingham and has an Animal Test
Certificate from the Veterinary Medicine’s Directorate.

Discussion: This study has been designed to mirror current standards of clinical management; conclusions should
therefore, be widely applicable and guide practising veterinarians in their antimicrobial decision-making process. A
duration-response curve will be created allowing determination of the optimal treatment duration for the
management of female dogs with lower urinary tract signs. It is hoped that these results will contribute valuable
information to improve future antimicrobial stewardship as part of a wider one-health perspective.
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Background

The therapeutic value of antimicrobials has been amply
demonstrated over the past century both in lives saved
and suffering alleviated. However, the continued success
of antimicrobial therapy now hangs in the balance due
to developing antimicrobial resistance (AMR). AMR is
estimated to cause over 30,000 deaths and almost
900,000 disability-adjusted life-years (DALYs) a year in
the EU and EEA alone. This estimated burden of AMR
— excluding tuberculosis - is similar to the annual cumu-
lative burden of influenza, tuberculosis and human im-
munodeficiency virus (HIV) [1]. In recognition of the
role of antimicrobial use in driving AMR, antimicrobial
stewardship initiatives have been developed to try to
guide prescribers to optimise their antimicrobial use. For
veterinarians these tools include the British Small Ani-
mal Veterinary Association (BSAVA)/Small Animal
Medicine Society (SAMSoc) PROTECT ME poster, Fed-
eration of European Companion Animal Veterinary As-
sociations (FECAVA) guidelines and the Danish
Antimicrobial Use Guidelines for Companion Animal
Practice [2]. Recommendations are derived from the lim-
ited evidence available in the literature and consensus
statements such as the guidelines produced by the Inter-
national Society for Companion Animal Infectious Dis-
eases (ISCAID) [3-5].

Bacterial urinary tract infection (UTI), whether pre-
sumptive or confirmed, is a common motive for consult-
ation in small animal practice and accounts for 6-12 %
of antimicrobial prescriptions in dogs [6-9]. A lifetime
prevalence of UTI of 14 % has been reported in dogs
[10] with a marked predisposition among females [10,
11] due to the shorter urethral length and increased inci-
dence of bacteriuria compared to males [12]. Clinical
suspicion of a UTI is based on the presentation of com-
patible lower urinary tract signs (pollakiuria, dysuria/
stranguria and haematuria). However, these signs are
not pathognomonic for the presence of infection, with
only 46 to 65 % of dogs with one or more clinical signs
of lower urinary tract disease having infection confirmed
at culture [13-15].

The previous classification system for canine UTIs, ex-
trapolated from human medicine, described uncompli-
cated or complicated infections [16]. However,
prolonged treatment with an antimicrobial as recom-
mended for a complicated UTI is not always warranted.
Recently, a new nomenclature system has been intro-
duced, defining all initial or infrequent (< 3 episodes of
cystitis in the preceding year) presentations in non-
gravid females as ‘canine sporadic cystitis’ even if urinary
tract abnormalities or comorbidities are present [5]. The
emphasis in the new terminology is on the presence of
inflammation and consequent compatible clinical signs
[5]. Subclinical bacteriuria is thereby excluded; it is
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recommended to avoid antimicrobial therapy in the ab-
sence of lower urinary tract signs [5].

Bacterial culture and antimicrobial susceptibility test-
ing can be performed to demonstrate bacterial involve-
ment and to optimise antimicrobial selection. However,
empirical therapy is typically commenced pending cul-
ture results. While antimicrobial stewardship guidelines
and the ISCAID guidelines advocate submitting samples
for culture in all cases of sporadic cystitis, it is recog-
nised that this may not occur routinely in practice. In
the PROTECT ME guidelines, culture is strongly advised
but not deemed essential for cases of uncomplicated
cystitis. To the authors’ knowledge, the proportion of
dogs treated for suspected UTI that have a confirmatory
culture has not been determined. Research in human
medicine found that cultures were requested in only 10—
40 % of cases of suspected UTI despite high levels (74—
94 %) of antimicrobial use [17-19]. In one study, out of
1148 cats treated with cefovecin (157 with clinical signs
relating to the urinary tract), bacterial culture was per-
formed only 4 times [20]. While these examples illus-
trate a  stark  divergence  between  guideline
recommendations and standard practice, they offer a
representative reflection of the decision-making associ-
ated with antimicrobial prescription.

According to the latest data from the European Medi-
cines Agency, amoxicillin/clavulanate is the most com-
monly prescribed antimicrobial tablet in Europe [21]. It
accounted for 44 % of antimicrobial prescriptions in
first-opinion practices in the UK [22]. Amoxicillin is a
time-dependent antimicrobial with a broad spectrum of
action against Gram positive and Gram negative bacteria
that commonly cause UTI in dogs. In recent studies in
the UK and USA, approximately 50-75% of pathogen
isolates were sensitive to amoxicillin/clavulanate with
rates of up to 90% in uncomplicated cases [23, 24].
These figures are likely to underestimate biological sen-
sitivity as amoxicillin is concentrated in urine potentially
overcoming some of the resistance of beta-lactamase
producing bacteria [5]. Urine drug concentrations ob-
tained following administration of standard doses of an-
timicrobials have been published for healthy animals
[25]. Susceptibility of an identified uropathogen may be
anticipated if the achieved concentration exceeds the
minimum inhibitory concentration (MIC) in vitro.

Amoxicillin/clavulanate, used for 10-14 days to treat
confirmed bacterial UTI in dogs, had a clinical cure rate
of approximately 70—-80 % and microbiological cure rates
of 85-90% [26, 27]. Short antimicrobial regimens of 3
days of either enrofloxacin or trimethoprim/
sulphonamide were not inferior to either 14 days of
amoxicillin/clavulanate or 10 days of cephalexin respect-
ively in dogs with bacterial UTI [27, 28]. These studies,
demonstrate that effective clinical and microbiological
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cure may be achieved in most cases of sporadic cystitis
with short courses of antimicrobial therapy, at least for
these particular antimicrobials. The recommended dur-
ation for treatment stated in the marketing authorisa-
tions for amoxicillin/clavulanate of 5-7 days is not
supported by published evidence in the veterinary litera-
ture. Despite the commonness of this condition, robust
data to inform the optimal duration of antimicrobial
treatment are still lacking [29].

An emerging dogma in human medicine, in relation to
duration of antimicrobial treatment, asserts that shorter
is better [30, 31]. Nevertheless, general practitioners
often prescribe longer courses than the duration recom-
mended in national guidelines [32]. Administration of
antimicrobials beyond what is necessary to achieve clin-
ical resolution risks fostering AMR at remote sites (in-
cluding the microbiome) due to sustained antimicrobial
exposure and thus selective pressure favouring resist-
ance. In human patients with pneumonia, excess treat-
ment was not associated with improved outcomes (lower
death rates or risks of recurrence) but did incur a 5% in-
crease in the likelihood of drug-related adverse events
[33].

Mirroring this principle, the consensus recommenda-
tion from the latest ISCAID guidelines advocates a dur-
ation of antimicrobial treatment of just 3-5 days for
sporadic cystitis [5]. Standardised course lengths (often
arbitrarily based on multiples of 5 or 7 days) offer less
flexibility than a tailored approach of treating until (or
just beyond) clinical cure. However, such a dynamic ap-
proach relies heavily on the capacity of an owner to ac-
curately interpret their pet’s clinical signs to inform their
decision to stop treatment. Robust evidence supporting
shorter antimicrobial course lengths is required to
optimize antimicrobial therapy in dogs.

In summary, findings from past research and extrapo-
lation from current practice in human medicine provides
support for the adoption of shorter antimicrobial
courses. However, robust evidence is required to deter-
mine the optimal duration of treatment for sporadic
cystitis so that veterinarians can manage these patients
with confidence. The rationale of the current study is to
provide meaningful data relevant to current standard
practice and to guide a single aspect of antimicrobial
prescription. Since an intention to treat with antimicro-
bials is a pre-requisite inclusion criterion, the study is fo-
cused on comparing clinical outcomes to different
durations of therapy.

The primary objective of the study is to estimate the
shortest antibiotic treatment duration (out of 3, 4, 5, 6
days) that is non-inferior to 7 days of treatment with
amoxicillin/clavulanate in terms of clinical cure among
female dogs with lower urinary tract signs consistent
with a urinary tract infection. A second aim is to
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evaluate recurrence rates within 4 weeks of starting anti-
microbial therapy across these different course dura-
tions. Through estimation of a duration-response curve
using fractional polynomial logistic regression, the opti-
mal treatment duration for the management of pre-
sumptive bacterial UTIs in female dogs may be
determined [34—36]. The optimal duration is here de-
fined as the shortest duration non-inferior to the control
(maximum) duration within a risk difference margin of
10 % [36] Bootstrapping can be used to estimate the
confidence intervals around the optimal duration at the
pre-specified non-inferiority margin (10 %). This analysis
approach has been shown to have good operating char-
acteristics (type-1 and type-2 errors) under a wide range
of true duration-response curves [36]. The main advan-
tage of assigning female dogs with lower urinary tract
signs consistent with sporadic cystitis to a number of
duration arms and modelling the duration-response
curve is that one does not have to select one arbitrary
shorter duration to test against the standard duration
[34-36]. This information can support future antimicro-
bial stewardship recommendations and help avoid un-
necessary antimicrobial use.

Methods and study design

Recruitment

Veterinarians working in clinical practice in the United
Kingdom have been informed about this trial through
different media including a call for involvement in the
study in a veterinary journal [37], presentation of the
protocol at the Small Animal Society’s autumn meeting
and promotion on the society website. Each participating
veterinarian has been provided with a unique login to
the electronic data capture system (see details below)
and a package of documents relating to the study (in-
cluding client consent forms, a user guide covering data
entry, a summary of all the phases of the study and cop-
ies of the inclusion and exclusion criteria). Participating
veterinarians are responsible for patient recruitment
based on pre-defined eligibility criteria.

Investigational animals

Informed consent

Only dogs that satisfy all of the inclusion criteria and to
whom none of the exclusion criteria apply will be en-
rolled. Enrollment to the study will only be possible for
dogs presenting to the participating veterinarian between
Monday and Friday inclusive. All owners must provide
written informed consent to participate in the study and
also agree to fulfil all requirements of the study. A writ-
ten version of the owner consent form and an informa-
tion sheet for owners will be presented to the owner at
initial consultation and will be verbally described by the
veterinarian. The owner consent form and information
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sheet detail the nature of the study, what it will involve
for the participant, the known side effects and any risks
involved in taking part. It is clearly stated that owners
are able to withdraw their dog from the study at any
time and that withdrawal will not affect the care of their
pet. The owner will be allowed time to consider the in-
formation and will be given the opportunity to question
the participating veterinarian prior to enrolment. A copy
of the signed owner consent form will be retained by the
owner and the original retained at the practice of the
participating veterinarian.

Inclusion and exclusion criteria

All dogs participating in this study are pets or working
dogs. All dogs must be female, at least 6 months of age
and less than 10 years of age on the day of enrollment.
Dogs presented with acute onset of one or more of the
following lower urinary tract clinical signs (pollakiuria,
dysuria/stranguria or haematuria) are eligible for inclu-
sion in the study as long as the case veterinarian intends
to prescribe antimicrobials.

The dog may not be included in the study if a non-
bacterial cause of the clinical signs is identified (e.g. uro-
lithiasis or neoplasia of the urogenital tract), if there is
suspicion of upper urinary tract involvement (presence
of abdominal/lumbar pain, pyrexia (rectal temperature >
39.5 °C)), if the dog has a history of recurrent UTIs (pre-
vious lower urinary tract signs reported in the past 28
days, three or more episodes of clinical bacterial cystitis
in the preceding 12 months or two or more episodes in
the preceding 6 months), if the dog is being currently
treated with corticosteroid therapy, insulin, trilostane or
thyroxine supplementation, if the dog has received anti-
microbials for any reason in the past 14 days, if there is
known intolerance to amoxicillin/clavulanate or if the
owners are unable to administer medications twice daily
throughout treatment period.

Study design

This trial is a prospective, quasi-randomised controlled
trial to test the efficacy of shorter durations (3,4,5 and 6
days) compared to a longer standard duration of 7 days
of antimicrobial treatment for female dogs with pre-
sumed UTIL Similar to the recently proposed DUR-
ATION design, the trial will include multiple duration
arms which will be used to estimate a duration-response
curve through fractional polynomial logistic regression.
The duration-response-curve can subsequently be used
to identify the optimal duration as proposed in Quar-
tagno et al. [36] and described in the ‘data analysis’ sec-
tion. A non-treatment control group is not included as it
would not be ethical to deprive patients of antimicrobial
treatment. Both the patient enrolment and follow-up ap-
pointments for individual cases will be held in the same
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clinic. Data analysis will be performed by study investi-
gators in their respective institutions. Throughout the
trial, participants will be kept in their home environment
where reporting of clinical signs will occur.

The monitoring site for this trial is Willows Veterinary
Centre and Referral Service, which will oversee the logis-
tical progression of the study under the supervision of
the Chief Investigator. This study is conducted in ac-
cordance with veterinary Good Clinical Practice (GCP)
guidelines ((i) International Cooperation on Harmonisa-
tion of Technical Requirements for Registration of Vet-
erinary Products (VICH) GL9 Good Clinical Practices
(July, 2001), (ii) The European Agency for the Evaluation
of Medicinal Products (EMEA) Guideline on statistical
principles for veterinary clinical trials, EMEA/CVMP/
816/00-FINAL (June 5, 2002)). The study is approved by
the Ethical Review Board of the University of Notting-
ham (REF 3007 191,023).

Electronic data collection platform

Data will be submitted through an Electronic Data Cap-
ture platform (CASTOR™) [38]. This platform can be
used by multiple clinics at the same time and is updated
live. The use of this platform facilitates compliance with
medical data privacy, security, and GCP regulations. Par-
ticipating veterinarians will complete study forms to rec-
ord information about the dog on the day of enrolment,
the Monday after completion of the antimicrobial course
and 3 weeks later. Dogs will be automatically assigned a
unique study number for identification purposes ensur-
ing that all follow-up information from the participating
veterinarian or from the owner is added to the specific
clinical record. Web links to questionnaires will be auto-
matically distributed to the owners via email 7 days after
completion of the antimicrobial course and 28 days after
initial presentation. Owners without access to the inter-
net will be given a paper version of the same question-
naire or it may be completed on their behalf by the
participating veterinarian using information provided by
the owner.

Initial presentation

Any eligible dog presenting to participating veterinarians
with compatible lower urinary tract signs will be consid-
ered for enrolment in the trial. Support material, includ-
ing details of the inclusion and exclusion criteria, has
been prepared for participating veterinarians (see supple-
mentary information). A complete clinical history will be
taken and physical examination performed by the par-
ticipating veterinarian. Demographic data including neu-
ter status, bodyweight, body condition score, age and
breed will be entered into a study form on the electronic
data capture platform. The presence (and duration) of
macroscopic haematuria (presence of red blood cells in
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the urine), pollakiuria (increased frequency of urination)
and dysuria/stranguria (straining and difficulty to pass
urine) will also be recorded.

Any additional tests or investigations (e.g. urinalysis
or abdominal imaging) will be offered and completed
at the participating veterinarian’s discretion before
treatment commences. For inclusion in the study,
cytological evidence supporting bacterial cystitis (e.g.
pyuria, bacteriuria) or positive bacterial culture results
are not required as these tests are not deemed
mandatory examinations in standard clinical practice
at first presentation. However, should these investiga-
tions be performed, the information will be entered
into the dog’s electronic record. Dogs with evidence
of a non-bacterial cause for the clinical signs will be
excluded from the study.

At this consultation informed consent will be obtained
from the owner after the initial eligibility check is com-
pleted. Dogs enrolled in the study will be prescribed the
appropriate duration of antimicrobial treatment (number
of doses) determined by the day of presentation to the
clinic (Table 1). For the purposes of this study, only
authorised preparations of amoxicillin-clavulanate will
be prescribed as antimicrobial therapy. An Animal Test
Certificate (ATC-S-130) has been obtained from the
Veterinary Medicines Directorate covering the use of
formulations of amoxicillin-clavulanate with a marketing
authorisation in the United Kingdom for a variable treat-
ment duration. In accordance with the marketing
authorisations, a set dose of 12.5 mg/kg PO q12h should
be rounded up to the nearest possible tablet size or frac-
tion that can be administered. Tablets may be divided by
the owner, if appropriate for the particular product dis-
pensed according to instructions in the marketing au-
thorisation. Tablets may be crushed for administration if
necessary to ensure compliance.

Each dog will start antimicrobial treatment immedi-
ately and the treatment will be continued twice daily
until the next Sunday evening (two treatments to be

Table 1 Schedule of antimicrobial treatment

Page 5 of 12

administered on the Sunday). Antimicrobial treatment
will be stopped on Sunday evening (Table 2 and Fig. 1).

Monday after presentation
All owners should update the case clinician (or a col-
league) on the Monday (Day 1) having completed the
variable duration antimicrobial treatment course the day
before. Follow-up communication should be completed
on the specified day and repeat efforts should be made
on the Tuesday to contact any owners that have not pro-
vided an update. The participating veterinarian should
complete the relevant study form on the electronic data
capture platform detailing the adherence to the treat-
ment course (number of doses misses), resolution or
persistence of clinical signs and any further treatment
administered or investigations performed. Clinical reso-
lution will be based on the absence of lower urinary tract
signs (haematuria, pollakiuria or dysuria/stranguria).
Any dogs with persistence of any of the lower urinary
tract signs will be managed at the discretion of the par-
ticipating veterinarian. In these cases the decision for
further management will be classified as either extension
of amoxicillin-clavulanate, prescription of a different
antimicrobial or discontinuation of antimicrobial ther-
apy. Further diagnostic investigations performed at this
stage will also be recorded; dogs that subsequently have
a non-bacterial cause for the clinical signs identified will
be censored from certain data analyses. Any additional
treatment will be provided until the clinical signs are
controlled, or additional investigations undertaken, as
appropriate for the individual case and under the super-
vision of the case clinician.

Additional follow-up

Online surveys will be automatically sent to owners 7
days after completion of the antimicrobial course (short-
term follow up) and 28 days after initial presentation (to
measure recurrence). These short surveys will confirm
timing of resolution of clinical signs and whether the

Day/time of presentation Monday Tuesday Wednesday Thursday Friday Saturday Sunday Total doses
Mon. AM * * * * * * * 14
Mon. PM * * * * * * * 13
Tues. AM * * * * * * 12
Tues. PM * * * * * * 1
Wed. AM * * * * * 10
Wed. PM * * * * * 9
Thur. AM * * * * 8
Thur. PM * * * * 7
Fri. AM * * * 6
Fri. PM * * * 5
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Table 2 Schedule of Trial Procedures
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Procedure Day of

presentation

Sunday after
presentation

Monday after
presentation

7 days after completion
antimicrobials

28 days after initial
presentation

Physical examination X

Antimicrobial X
treatment

Stop antimicrobial X
treatment

Telephone/in person X
follow up

Automated owner
survey

owner has observed any recurrence of lower urinary
tract signs since completion of antimicrobial treatment.
The data may also be inputted by the case clinician after
speaking to the owner by telephone or consulting with
them in person if the owner is unable to complete the
survey themselves.

A study form will also be completed by the case veter-
inarian 28 days after initial presentation. This will record
any re-presentation of the dog to the practice and detail
any additional investigations that have been performed
or treatments prescribed.

Unexpected events
In the event of unexpected complications, owners will
be able to contact their veterinary practice directly at

care provision. The electronic data capture platform in-
cludes the facility to input details of unscheduled events
including presentation for clinical deterioration, poten-
tial adverse reactions associated with the antimicrobial
treatment, euthanasia, death or consultation for another
unrelated condition.

Primary and secondary objectives (Table 3)

The primary, secondary and exploratory objectives will
be followed to compare the efficacy of shorter durations
(3,4,5,6) with the standard duration of 7 days of anti-
microbial treatment for the management of presumed
UTL

Neither owners nor participating veterinarians will be
blinded to the duration of antimicrobial treatment for

any time and make use of their normal 24 h emergency that patient. The veterinarian prescribing the

Unscheduled vet visit

Adverse event

Further investigations

Euthanasia ] Automatic
Q:Iticr)lt:zw:ner Follow-up OhtW online owner

call B survey (28d

survey after initial

MONDAY

A E Follow-up
REPORT call
MONDAY

SUNDAY

)

E =
>
VARIABLE DURATION ANTIBIOTIC COURSE

Fig. 1 Infographic provided to participating veterinarians outlining key time points in the study

Recurrence
Vet visit
Euthanasia

REPORT

MONDAY  presentation)
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Table 3 Objectives and Outcome Measures
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Objectives

Outcome Measures

Time Point(s) of
evaluation of this
outcome measure (if
applicable)

Primary Objective

To compare disease-related outcome measures in dogs
with presumed urinary tract infection treated with different
duration (3, 4, 5, 6 or 7 day) regimens of amoxicillin/clavu-
lanate. Find the shortest duration that is non-inferior to a
duration of 7 days:

Secondary Objectives

To compare recurrence rates within the 4 weeks of initial
presentation after completion of different duration (3, 4, 5,
6 or 7 day) regimens of amoxicillin/clavulanate

Exploratory Objectives
In cases where urine culture is performed (not
compulsory), to compare among groups:

Optimal treatment duration in terms of proportion of
dogs with resolution of lower urinary tract clinical signs as
reported by the owner. Optimal is here defined as the
shortest duration that is non-inferior to a duration of 7
days. The non-inferiority margin is set at 10 % [36].

Proportion of dogs developing recurrence of lower
urinary tract signs within 4 weeks of initial presentation

1 day post treatment
completion

28 days after initial
presentation

Percentage of culture positive pre-treatment samples All
Percentage where bacteriological cure achieved

antimicrobial (or a colleague at the same practice) will
also be responsible for follow-up appointments and
assessing clinical signs to determine response to treat-
ment. Blinding of technical analysis personnel to treat-
ment groups will be conducted through the electronic
data capture platform as necessary. Un-blinding of the
co-investigators will occur following completion of the
primary statistical analysis.

Data analysis

After study completion, the data will be collated, and
statistical analysis will be performed using R (Vienna,
Austria [gamlss package]) and Prism® (GraphPad Soft-
ware, San Diego, USA).

Dogs will be grouped according to the number of days
of treatment prescribed (3, 4, 5, 6 or 7 days). Compari-
son of these groups at baseline will be performed to look
for any potential confounding factors that could bias the
results (e.g. different durations of clinical signs prior
consultation). Differences in group composition will also
be verified for age, neuter status, previous history of
UTIs and presence of chronic kidney disease. For con-
tinuous parameters, descriptive statistics will be calcu-
lated and tabulated for each group. If data are normally
distributed, the mean and standard deviation will be cal-
culated, while median and interquartile range will be
cited for skewed data. Comparisons between the groups
will be made using match-paired Student’s t-tests for
parametric data and Wilcoxon matched-pairs signed
rank test for non-parametric data.

The primary and secondary analyses will be analysed
by estimating duration-response curves using a frac-
tional polynomial logistic model with duration as the
only covariate and two polynomial terms [35, 36]. Subse-
quently, the optimal duration is estimated from this
curve by finding the minimum duration D* correspond-
ing to a cure rate that is still within the pre-specified

margin of 10 % of the efficacy of the longest duration of
7 days. The optimal duration will be estimated from the
duration-response curves by bootstrapping — resample
1000 times the observed dataset with replacement — to
directly estimate the optimal duration in each bootstrap,
where the optimal duration is defined as the shortest
duration that falls within the non-inferiority margin of
10% (risk difference) of the efficacy of the maximum
duration of 7 days. A bootstrap 95 % confidence interval
will be constructed from the bootstrap mean estimate
and its standard error. The recommended duration
would be the shortest duration that is larger than the es-
timated upper limit of the 95 % confidence interval [36].
This methodology of using the duration-response curves
has been shown to have good inferential properties (type
I and II error) in extensive simulations [36].

Sensitivity analyses
Because there is a perfect correlation between day of
presentation and assigned duration, results may be con-
founded by systematic differences in severity of illness
when presenting just before or after the weekend com-
pared to the rest of the week. If severity of illness would
be worse on Monday because owners wait until the
weekend has passed, one could erroneously chose a dur-
ation that is too short as optimal. We will explore the
sensitivity of our results to such a weekend effect by ex-
ploring how strong and common such an unmeasured
severity-of-illness confounder would have to be to draw
the wrong conclusion about the optimal duration. Add-
itional covariates besides the time since onset of first
sign(s) will be considered for inclusion in the model in
sensitivity analysis, including concurrent clinical signs
(haematuria, pollakiuria and dysuria/stranguria).
Acknowledging that not all veterinarians would agree
on what the minimum treatment efficacy they would
find acceptable for shorter than the maximum duration
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of 7 days — a pre-specified margin of 10 % in our main
analysis — we will explore for a range of margins that
could be deemed acceptable (range 0-20%) to deter-
mine what the optimal duration would be. We will esti-
mate 95 % confidence intervals around the difference in
the response between each duration (3, 4, 5, and 6 days)
and the longest duration (7 days) using bootstrapping.
This will subsequently be visualized by plotting the dur-
ation on the x-axis and the estimated difference and cor-
responding confidence intervals in response on the y-
axis as done in Figure 4 in Quartagno et al. This allows
a comparison with any (duration-specific)
inferiority margin.

non-

Sample size calculation

Sample size calculations were performed using simula-
tions by modifying code that was developed and shared
by Quartagno et al. [35] Several hypothetical duration-
response curves (Fig. 2) were considered to guide the
sample size calculations. To achieve 95 % of simulated
trials leading to a duration-response curve whose error
in the estimation of the probability of clinical cure was
under 5% for most hypothetical curves (95th percentile
scaled area between curves (sABC) < 0.05) an effective
sample size of 700 would be required (this figure would
also be sufficient for comparison of recurrence data).
However, it must be remembered that not all dogs en-
rolled within this study will have a UTL. Given the strin-
gent inclusion criteria it is estimated that the percentage
of dogs with a genuine UTI in this study will be 75 %.
Therefore, without any dropouts the required sample
size would be 700 / 0.75=934 dogs. With a non-
inferiority margin of 10 % and an effective sample size of
700 participants a fixed-2 fractional polynomial model
demonstrated robustness against a range of duration-
response curves in simulations in terms of absolute error
(<5% across most scenarios), acceptable power (>90 %
across most scenarios) and Type-I error (< 0.025 across
most scenarios) [35, 36].

An effective sample size of 650 dogs still achieves a
sABC <0.05 for the Gompertz model C requiring re-
cruitment of 650 / 0.75=2867 dogs. Assuming that the
majority of UTI cases that respond to antimicrobial ther-
apy should do so within 48 h, the Gompertz model C
would seem a priori the most likely true duration-
response curve. Nevertheless, the use of a flexible frac-
tional polynomial will ensure that other underlying
shapes of the duration-response curve can be adequately
estimated. In either case a projected sample size of
nearly 900 dogs is ambitious. Interim analysis is pro-
posed upon enrollment of 33 % cases (300 cases), or
after 2 years of recruitment, whichever event comes
sooner.
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Discussion

While several previous studies have compared defined
treatment durations of different antimicrobial treat-
ments, the approach outlined here is novel in (veterin-
ary) medicine. By assigning patients to a number of
duration arms and estimating a duration-response curve,
the optimal antibiotic treatment duration can be esti-
mated. This has several advantages compared to more
traditional comparisons of a control duration and an
often arbitrarily chosen shorter duration, which may well
be not the optimal duration. For example, if 3 days is
not non-inferior to 7 days, but 4 days is non-inferior to
7 days, the optimal duration identified by a standard 3
vs. 7 days non-inferiority trial would be 7 days, while a
multi-arm DURATION design would identify 4 days as
the optimal duration. By evaluating multiple durations
in one trial one avoids erosion of efficacy from testing
for non-inferiority for increasingly shorter durations in
sequential trials with updated control durations, thereby
avoiding the so-called ‘bio-creep’ [36, 39]. Furthermore,
the design maintains good properties against a wide
range of duration-response curves, while standard non-
inferiority trials are vulnerable to losing power or inter-
pretability if a single design parameter has been misspe-
cified [36].

By estimating the optimal treatment duration for pre-
sumptive UT]I, this study should support veterinarians to
determine course lengths for similar presentations and
ensure optimal antimicrobial use for a common canine
affliction. The abbreviated name for this study — stop on
Sunday (SOS), highlights the method of assignment of
different treatment durations. All initial antimicrobial
courses will be prescribed to complete on the Sunday
evening after presentation. Therefore, dogs presenting
on Monday will receive a 7-day antimicrobial course,
those on Tuesday will receive 6 days’ worth of treatment
and so forth. This per diem method of randomization
was selected to facilitate effective safety-netting for the
patient. By synchronizing case follow-up to a Monday,
within 24 h of completion of the initial antimicrobial
course, the participating veterinarian will have the op-
portunity to re-assess the case and enact appropriate
diagnostic or therapeutic steps appropriate to the re-
ported clinical response.

It may be argued that the day of presentation is not a
genuine random variable; confounding factors could
contribute to an uneven distribution of case presenta-
tions across the working week both in terms of the num-
ber of cases and case-severity. For example, owners may
delay presentation over a weekend (reduced appoint-
ment availability) or conversely, present sooner, in an-
ticipation of the weekend (same reasoning).
Quantification of such factors is difficult and this meth-
odology represents a limitation to the study, although
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measures of disease severity including separately the
duration of pollakiuria, haematuria and dysuria/stran-
guria and the presence/absence of additional systemic
clinical signs will be recorded and compared. Sensitivity
analysis will be presented that will explore how large
such effects should be to prompt the wrong inference
about optimal treatment duration. However, this ap-
proach to randomisation does confer 2 notable advan-
tages. Firstly, early outcome reporting on a Monday
optimises the opportunity to adjust patient management
protecting patient safety. Secondly, the process of group
allocation is rapid and straightforward avoiding unneces-
sary delays during the consultation.

Consistent with National and International guideline
documents, submission of urine culture is recommended
as part of this study protocol. However, it has not been
made a mandatory inclusion criterion. Empiric therapy
without confirmation of diagnosis risks aggravating anti-
microbial resistance [40]; any decision to treat must be
based on a strong index of clinical suspicion. How
confident one needs to be to justify empiric antimicro-
bial use remains a controversial topic. A threshold of
70 % probability of infection may be regarded as suffi-
cient based on recommendations for management of un-
complicated cystitis in women [41, 42]. Accurate patient
selection in this context is therefore crucial to minimise
inappropriate treatment. The pre-test probability of UTI
has been previously investigated in dogs [15] and people
[43, 44]. Although confirmed bacterial infection was only
found in 46 to 65 % of dogs presenting with one or more
lower urinary tract signs [13-15, 45], by focusing on a
narrow, increased-risk population (exclusively female
dogs), the positive predictive value of each lower urinary
tract sign should be greater than the values described for
all dogs. The ultimate decision to enrol any dog requires
an intention of the participating veterinarian to prescribe
antimicrobial therapy. We estimate that 75% of dogs
treated on this basis will have a bacterial UTIL

The primary outcome of this study (clinical cure by
the end of the treatment course) is dependent on the
short term clinical cure rates for female dogs with
sporadic cystitis treated with amoxicillin-clavulanate,
previously found to be between 70 and 88 % [26,
27]. A clinical cure rate of 75 % for this study popula-
tion has been assumed. For the secondary outcome,
(recurrence rates within 3 weeks of completion of
treatment), a recurrence rate of 10 % has been extrap-
olated [27]. Limited data is available to support this
assumption.

In-vitro susceptibility to amoxicillin-clavulanate was
found in 83 % of isolates from uncomplicated canine
UTIs [24]. Even greater in-vivo efficacy may be antici-
pated as amoxicillin is concentrated in urine. Al-
though greater in-vitro susceptibility to trimethoprim-
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sulphamethoxazole =~ was  found  (90.3 %) [24];
authorised preparations of this antimicrobial are not
currently commercially available in the UK. Culture
and susceptibility testing is particularly important
when antimicrobial therapy has previously been ad-
ministered; in vitro resistance was higher in dogs
treated in the last 30 days with antimicrobials [24].
This finding underlies the exclusion criteria relating
to recent antimicrobial use in this study.

Recent guidance from the European Medicines Agency
(EMA), prepared by the Antimicrobial Advice Ad Hoc
Expert Group (AMEG), takes account of the need to use
antimicrobials in animals versus the risk of antimicrobial
resistance to public health [46]. Importantly,
amoxicillin-clavulanate has been placed in Category C
(Caution) while the aminopenicillins (e.g. amoxicillin)
are Category D (Prudence). This reflects concerns that
the overuse of beta-lactamase inhibitors will drive selec-
tion for resistance towards penicillins and cephalospo-
rins, including the higher generation cephalosporins, in
both Gram-negative bacteria (e.g. ESBL) and in staphylo-
cocci (e.g. MRSA). Further the ISCAID guidelines state
that evidence supporting a need for clavulanic acid in
the treatment of sporadic cystitis is not established[5].
Selection of a narrower spectrum antimicrobial (amoxi-
cillin) would adhere more closely to key antimicrobial
principles. However, where amoxicillin is not widely
available or used (as the latest Veterinary Antimicrobial
Resistance and Sales Surveillance (VARSS) data for anti-
microbial use in the UK indicates [47]), the use of
amoxicillin-clavulanate is reasonable [5]. Given the large
sample size required in this study, amoxicillin-
clavulanate was selected to facilitate maximal practice
recruitment.

This study has been purposefully designed to mirror
current standard clinical practice; findings should, there-
fore, be applicable to a commonly-encountered situation
supporting veterinarians in their decision making
process. This study is the first in veterinary medicine to
try to establish an optimal treatment duration for any in-
fectious disorder and, if successful, will represent the lar-
gest participation trial undertaken to date. It is hoped
that the results of this process will provide valuable in-
formation to guide antimicrobial therapy in the future
and further antimicrobial stewardship as part of a wider
one-health perspective.
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