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TRIAL SUMMARY
Trial Title TReatlng Urinary symptoms in Men in Primary Healthcare using non-
pharmacological and non-surgical interventions
Short title TRIUMPH
Trial Design A two-arm cluster RCT randomising GP practices to treat men with

lower urinary tract symptoms (LUTS) between a care pathway based
on manualised and standardised active management (Intervention
arm) and one based on current management (“Usual care”
Comparator arm).

Trial Participants

Adult men diagnosed as having LUTS by their GP

Planned Sample Size

840 patients from at least 24 practices

Treatment duration

3 months

Follow up

6 and 12 months after enrolment

Planned Trial Period

Recruitment between 1/05/2018 and 30/04/2019
Continue treatment and follow-up until 01/05/2020

Primary Secondary

Objectives To determine whether To compare manualised and
manualised and standardised standardised care intervention to
care intervention achieves usual care in relation to:
superior symptomatic outcome ¢ Disease-specific quality of life
versus usual care for LUTS (6 & 12 months)

measured by the overall IPSS
score at 12 months after
consent

Symptoms (6 & 12 months)

Cost effectiveness

Harms

Use of NHS resources

Overall quality of life and

general health

e Acceptability of assessment
and provision of care

e Achievement of treatment goals

Outcome Measures

Patient reported outcome e LUTS/ QoL at 6 & 12 months

(IPSS) at 12 months (ICIQ-UI SF, IPSS);

e self-management at 6 & 12
months (SAGA);

e Referrals to GP/ secondary
care;

e Adverse events of treatment;

e Cost effectiveness (EQ-5D)
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INTERVENTION AND COMPARATOR FLOW CHART

[Practice Enrollment ]

Assessed for eligibility based on practice patient list size and recruitment record

I
[ Screening of practice patient list ]

Practices Randomised

¢

[ Allocation ]

A A 4

Allocated to intervention Allocated to comparator

[ Consent ] |
A

A\ 4

Phone call by blinded CRN nurses/HCA/AHP to patients to confirm eligibility, verbally agree to participate and arrange posting of questionnaires (PQs) and consent form.

* 1 '

Patient returns completed consent form and baseline questionnaires [ Baseline
to study team. |

v

Patient returns completed consent form and baseline questionnaires to study
team.

Trial/practice nurse to review bladder diary and PQ’s and arrange F-F
appointment to allocate individual standardised manualised instructions
at F-F appointment with patient.

v ; ,

)
Nurse contacts patient for update at 1, 4 & 12 weeks (via phone, post or l Treatment |J Usual care: as per GPs clinical decision, local process

email)

[ Follow-Up ]

A4 A\ 4

Newsletter sent at 3 months and 9 months. Questionnaires to be completed at 6 months and 12 months via phone/post/email

[ End of patient involvement ]
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STUDY PROTOCOL

TReatlng Urinary symptoms in Men in Primary Healthcare using non-pharmacological and non-

surgical interventions

1 BACKGROUND

Normal urinary tract function reflects the need to store urine for most of the day. People also
occasionally need to empty the bladder (“voiding”), either because it feels full, or because they
anticipate difficulty getting to the toilet in the near future. This normal alternation between storage and
voiding allows categorisation of the lower urinary tract symptoms (LUTS). LUTS related to problems
with storage include increased daytime urinary frequency, nocturia (waking at night to pass urine),
urgency and incontinence. LUTS related to problems with voiding include slow stream, intermittency,
hesitancy, straining and dribbling; in addition, there are symptoms consistently happening straight

after voiding (“post-voiding LUTS”), e.g. post-voiding dribble and sensation of incomplete emptying.

LUTS can be caused by prostate enlargement or bladder dysfunction. Behavioural tendencies among
men may also influence their likelihood of experiencing problems. In broad terms, the influential

processes are:

1. Benign prostate enlargement (BPE); enlargement of the prostate gland, leading to
compression or distortion of the urethra, which hampers bladder emptying. This is a key factor
in generating voiding LUTS.

2, Urethral pooling; the urethra is the anatomical tube that carries urine from the bladder at the
time of voiding. In men, it has an expanded section known as the urethral bulb, just below the
continence muscle (the sphincter). This can be a site of urine accumulation, notably in men
with BPE, which is a key cause of post-voiding dribble.

3. Bladder dysfunction; ageing influences bladder function, giving rise to overactive bladder
(OAB) syndrome (presence of urgency, increased daytime frequency and nocturia). This is a
key contributor to storage LUTS.

4. Fluid intake; the volume and type of fluid intake is highly influential to voiding frequency (day

and night), and may be a factor in urgency. This is another key contributor to storage LUTS.

Ninety percent of men aged 50 to 80 years suffer from at least one LUTS. Prevalence and severity

increase with age(1) and the progressive growth of the aged population group has emphasised the

14
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importance to our society of appropriate and effective management of male LUTS. For many men,
symptoms badly affect quality of life, occupation and other activities; such problematic LUTS are
described as “bothersome” according to the impact on the patient.

To understand the impact, we undertook a literature review (2) and evaluated the baseline data and
qualitative assessments undertaken in the UPSTREAM study (Urodynamics for prostate surgery:
randomised evaluation of assessment methods (3). Both the literature review and UPSTREAM
findings identified that the important LUTS are: urgency/ urgency incontinence, post-voiding dribble,

nocturia and increased frequency.

NICE Clinical Guideline 97, (4) “The management of lower urinary tract symptoms in men” sets out
aims to improve the quality of life (QoL) for men with LUTS by recommending which assessments they
should receive, and when conservative management, drug treatment and surgery can help (5) . This
requires exclusion of serious medical conditions, malignancy and urinary tract infection, and the

impact of their LUTs symptoms (voiding/ post-voiding/ storage) should be checked.

The European Association of Urology (EAU) Guidelines on Male LUTS, (for which the TRIUMPH Chief
Investigator (Cl) is a panel member), has undertaken systematic reviews of assessment and therapy
of male LUTS (6) (7). Summaries of these systematic reviews were published in European Urology.
They state that categorising the precise symptoms is an expectation of urological practice.
Conservative treatment measures (fluid advice, bladder training, urethral compression and release,

and pelvic floor muscle exercises) are stipulated by the EAU Guidelines (7).

The assessment expectations described these urological guidelines as relatively time-consuming for a
GP consultation. Thus, many men undergo somewhat limited assessment (see experience from the
UPSTREAM trial below) mainly to exclude serious underlying conditions. Furthermore, the evidence to
support conservative interventions is limited. The Cochrane review on lifestyle interventions for the
treatment of urinary incontinence in adults (8) suggested there is insufficient evidence to justify fluid
advice training for treatment of urgency incontinence. In primary care, it appears to be common that
men may simply receive a prescription of medications to treat the prostate, such as an alpha-1

adrenergic antagonist (“alpha-blocker”).

Men usually present with a range of LUTS. Disease-specific, Health-related quality of life (HRQOL)
measures are significantly worse in men with higher symptom frequency and severity ratings than in

men with low symptom frequency and severity ratings in population-based studies (9).

15
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When we reviewed UPSTREAM study (HTA 12/140/01) baseline data of the referrals from primary
care to secondary care, we found that primary care use of symptom scores and bladder diaries (which
are recommended for use in primary care by NICE guidelines) were below 10%. Alpha blocker use
was approximately 80%. We also found;

”

a) 66% of men had urinary urgency (“sometimes”, “most” or “all of the time”), 88% of whom

rated it as being of moderate or severe bother

b) 30% of men had urgency urinary incontinence, 95% of whom rated it as being of moderate

or severe bother

¢) 41% of men had increased urination frequency, 89% of whom rated it as being of moderate

or severe bother

d) 34% of men had post-voiding dribble, 93% of whom rated it as being of moderate or severe
bother

e) 77% of men had nocturia at least twice per night, 85% of whom rated it as being of

moderate or severe bother

The majority of these men required conservative interventions as part of their therapy in the
UPSTREAM study, and 23% of referrals to secondary care may have been preventable. Thus, the

current pathway is at risk of poor outcomes, persistent symptoms and avoidable referrals for men.

An NHS Evidence Update indicated that self-management may have a role in the management of
LUTS (10), citing a post-hoc analysis (11) of a single centre RCT (12) of 140 men with LUTS assigned
to a self-management programme plus standard care or standard care alone. Better voided volumes,
daytime frequency and nocturia were reported in the intervention arm. The study had a relatively small
patient population and was conducted in a single tertiary treatment centre. The study did not affect
NICE CG97 (4), and indicated that a multicentre RCT would be needed to see if these results could be
replicated in everyday clinical practice. TRIUMPH has the potential merit of exploring the means to
introduce self-management of LUTS into clinical care, and the plan to undertake the study in the

primary care setting reflects an NHS priority to reduce hospital referrals.

16
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2 RATIONALE

Of the adult population, 1.5-3% present to their GPs each year with LUTS. 44,000 new cases of
symptomatic BPE are diagnosed each year. Since LUTS increase with ageing, the number of patients
affected is likely to increase by almost 50% by the year 2025, in line with population ageing. In a
Quality and Productivity Proven Case Study, the costs saved by reducing inappropriate referrals to
secondary care were £21,652 per 100,000 population (Improving the quality of care for men with lower
urinary tract symptoms: shared decision making. South Norfolk Healthcare Community Interest
Company).

TRIUMPH addresses the HTA commissioning brief, by investigating the research question “What is
the clinical and cost-effectiveness of non-pharmacological and non-surgical interventions to treat men
with lower urinary tract symptoms (LUTS)?” TRIUMPH will randomise GP practices to treat men with
bothersome LUTS between the specified intervention (non-pharmacological and non-surgical
interventions) and comparator (usual care alone), and is powered to ascertain clinically meaningful

differences in symptom outcomes at one year.

The NICE Quality Standard (13) and NICE Pathway specify the need to offer conservative
interventions to men with storage or voiding LUTS. Non-pharmacological therapies, such as bladder
training drills, pelvic floor exercises and release techniques, may be as effective as medications in
some people. They are relatively non-invasive and have a low risk of adverse events. Qualitative
interviews with men in the UPSTREAM study indicate men are supportive of such measures in their

treatment plan.

First line treatment is conservative, comprising of education on the nature of the complaint and
interventions aimed at counteracting the contribution to LUTS of incomplete bladder emptying (double
voiding), urgency (pelvic floor muscle exercises, bladder training), urinary frequency and nocturia (fluid
advice), post-void dribble (urethral “milking”, meaning compression and release).

There is a growing body of literature regarding exploration of the qualitative perspective among those
involved in randomised controlled trials to aid interpretation of the quantitative findings. To our
knowledge no studies to date have explored patient and clinicians’ views regarding primary care
interventions for LUTS. TRIUMPH will include a qualitative component to evaluate patients’ attitudes
and experiences in the intervention arm, and will explore patients’ overall LUTS experience for the
usual care arm. Clinicians in both arms will be interviewed at baseline and during the recruitment
phase of the trial in order to capture the variability of the practice populations in both usual care and

intervention practices involved, as well as perspectives on the intervention and recruitment processes.
17
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An abstract (14) quoted by NICE (4) as saying that 23% of local GPs reported offering frequency
volume charts and 50% use a validated symptom score. However, these data were derived from direct
enquiries to GPs.

In order to facilitate the delivery of active management, we reviewed limitations of the current pathway
in consultation with patient users and GPs, and through the UPSTREAM trial. Several key issues were
identified which currently reduce the ability of GPs to offer conservative therapy:

1. Short duration of GP consultations

2. Several different LUTS are often present in each individual

3. Early use of drug prescriptions without addressing key non-pharmaceutical conservative

interventions

4. Lack of suitable written materials describing conservative interventions

5. Lack of time from healthcare professionals (HCPs) to provide support and guidance of

personally-relevant conservative intervention(s) of benefit to individual patients

6. The requirement that HCPs have complete confidence in the efficacy of conservative

interventions
A key element to the success of the trial will be the patient’s adherence to the intervention. The Theory
of Planned Behaviour (TPB) (15) will be employed during TRIUMPH with the unique purpose of trying
to increase adherence, motivation and ultimately intervention success. The TPB proposes that
behavioural intentions are predictive of behaviour change. Key variables that inform behavioural
intentions include attitudes about the behaviour (e.g. will the new behaviour be beneficial?), social
norms (e.g. do others think it is a good idea?) and perceived behavioural control (e.g. confident in
performing the behaviour). Our previous experience from the PrEVENT study (16) highlighted a
number of factors in relation to the TPB. For example, if the individual feels that the HCP delivering the
intervention believes in its value (social norms) and if the man believes the intervention will work
(attitudes) and believes he is capable of performing the new behaviour (perceived behavioural
control), he is more likely to adhere to it. The trial materials need to be clear and personable, and to
state roughly how long interventions will take to have an effect, so patients are not disheartened if
changes do not occur straight away. Regular contact with the HCP was also important in PrEVENT, so
that the motivation to keep going was maintained. This will be satisfied by the follow up contacts
(phone/ text/ email) in TRIUMPH. We finally note that, in order to increase adherence, the proposed
intervention needs to be perceived as being achievable, thus increasing the man’s self-efficacy. The
information provided during this trial will be clear and easy to follow, reducing participant burden and

increasing belief that they can achieve the desired outcomes.
18
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LUTS is a composite of different symptoms and each symptom has predictable components that can
be targeted with specific educational information and active management, i.e. Standardised. The
nurse will tailor specific actions for each patient, in conjunction with the patient, to suit their symptom
needs, bother of these symptoms and impact on quality of life. This will be implemented through a
Manualised approach - the patient will be directed to the standardised information applicable to their
LUTS in the patient booklet based on their symptom score and bladder diary findings. The manualised
approach will be nurse delivered, as patients desire information provided face-to-face by trained health
care professionals. Subsequently, we refer to the intervention as “Manualised and Standardised

Care’”.

TRIUMPH will deliver an approach that aims to ensure a more efficient and effective delivery in

primary care by addressing the key limitations of the current pathway as follows:

a) Use of symptom scores and bladder diary to identify the range of LUTS present in an
individual. We propose to use the IPSS due to its wide use and familiarity. It will be
supplemented by the International Consultation on Incontinence Questionnaire Urinary
Incontinence-Short Form (ICIQ-UI-SF), since incontinence is not covered by the IPSS. We will
also use the ICIQ Bladder Diary (17) .

b) Production of effective written materials

¢) Training of HCPs (practice nurses) in the interpretation of symptom scores and the merits of
active management related to TPB. We plan to include a 2 hour training session for practices
allocated to the intervention arm. This will be for participating HCPs (predominantly practice

nurses) during site set-up.

Thereby, GP consultations in the future will be able to focus on exclusion of serious conditions, and

place less reliance on early drug prescription.
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3 OBJECTIVES AND OUTCOME MEASURES/ENDPOINTS

Aim: To determine whether a care pathway including manualised and standardised application of non-
pharmacological and non-surgical interventions is superior to usual care, in terms of symptom severity

at one year after consent.

3.1 Primary objective
To determine whether manualised and standardised care intervention achieves superior symptomatic

outcome versus usual care for LUTS measured by the overall IPSS score at 12 months after consent.

3.2 Secondary objectives

To determine:

1. Whether manualised and standardised care intervention achieves superior disease-specific
quality of life outcome for LUTS measured by the IPSS Quality of Life score at 6 and 12
months after consent

2. Whether manualised and standardised care intervention achieves superior symptomatic
outcome for LUTS. This will be measured separately by the overall IPSS score at 6 months
after consent and ICIQ-UI-SF at 6 and 12 months

3. The cost effectiveness of LUTS management pathways, measured using quality-adjusted
life-years (QALYs) and the primary outcome at 12 months after consent

4. The relative harms of the two pathways

5. The differential use of NHS resources

6. The differential effects on other outcomes, such as overall quality of life and general health
7. The acceptability of assessment and provision of care.

8. Whether the patients meet their treatment goals

3.3 Primary endpoint/outcome

The primary endpoint will be patient reported outcome (IPSS) at 12 months after consent. We
hypothesise that in men with bothersome LUTS, manualised and standardised application of non-
pharmacological and non-surgical interventions improves LUTS severity, compared to a pathway of
men undergoing usual care. The primary clinical outcome, the IPSS, is validated, extensively tested in
LUTS research, and widely employed in urology services.
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34 Secondary endpoints/outcomes

a) LUTS/ QoL at 6 & 12 months (ICIQ-UI-SF, IPSS, IPSS QoL); Measures from the ICIQ (18)
will be used alongside the IPSS, which incorporates a global quality of life score, to ensure full
coverage of all LUTS types (including storage LUTS and incontinence)

b) Self-management of LUTS; Self-Assessment Goal Achievement (SAGA) questionnaire
(Brubaker et al., 2011)

¢) Number of GP consultations
d) Number of referrals to secondary care
e) Number of Adverse events (e.g. infection, urinary retention)

f) Cost-effectiveness analyses from an NHS perspective. The EQ-5D-5L will be used to
calculate QALYs

g) A qualitative element of the research study will evaluate patient experiences of intervention.

3.5 Measurement of clinical outcomes

Clinical outcomes will be assessed by participant-completed questionnaires at baseline (postal), 6
months (telephone, online or postal) and 12 months (telephone, online or postal), which will be
completed by all participants. The research nurse will complete a case report form at the time of
baseline assessment, during the 12-week treatment phase (intervention participants only) and follow
up at 6 and 12 months, providing details of the treatment, adverse events and resource use. We are
using standardised outcome instruments. The components and timing of follow-up measures are

shown in Table 1.

3.5.1 Economic outcome measures

Intervention related resources used in the intervention arm (e.g. practice nurse time) will be collected
on study designed proformas. At 12 months follow-up, healthcare resource use including medications,
GP practice visits and secondary care attendances will be extracted from all participants’ primary care
medical records. The EQ-5D-5L will be administered to all men at baseline, 6 and 12 months and will

be used to calculate quality adjusted life years (QALY's)
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4 TRIAL DESIGN

Two-arm cluster RCT randomising GP practices to treat men with a diagnosis of lower urinary tract
symptoms (LUTS) between a care pathway based on manualised and standardised care using active
management (non-pharmacological “Intervention arm”) and one based on current management (usual
care “Comparator arm”).
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5 STUDY SETTING

This is a multi-centre trial recruiting patients from at least 24 GP practices at two “hubs” (Bristol and
Southampton) identifying patients at an early stage in the clinical pathway for LUTS and who are

potentially most suited to active or conservative non-pharmacological management.
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6 ELIGIBILITY CRITERIA

6.1 GP Practice Selection Criteria
Inclusion criteria

e Adequate number of eligible patients (at least 150 per practice) determined by pre-
randomisation practice database search.

Exclusion criteria

e Unable to provide adequate treatment room space and availability for trial or practice nurse to
complete HCP training and baseline visits.

6.2 Subject population

The subject population includes all adult men with bothersome LUTS. Prevalent cases of LUTS
assessed according to NICE clinical guideline on Male LUTS (4) will be identified from practice
databases by means of a standardised search of electronic medical records, using a search strategy
developed by the study team based on the criteria below. GPs will screen eligible patient lists for those
criteria the database search cannot account for.

6.3 Participant Inclusion criteria

Adult men (=18) with bothersome LUTS.

6.4 Participant Exclusion criteria

e Lack of capacity to consent;

e Unable to pass urine without a catheter (indwelling or intermittent catheterisation);

e Relevant neurological disease;

e Undergoing urological testing for LUTS;

e Currently being treated for prostate or bladder cancer;

e Previous prostate surgery;

e Unable to complete assessments in English;

e Poorly-controlled diabetes mellitus as determined by the patient’'s GP through screening

e Already referred to urology
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7 TRIAL PROCEDURES

71 Recruitment, screening and consent
All eligible men with LUTS will be identified from the site clinical database using the database search

protocol. If practices have sufficient numbers of eligible patients, practices will then be eligible for
randomisation to either the Usual care or the Intervention arm. The list of potential patients will be
screened for eligibility by the GPs prior to practices being allocated to treatment groups. Eligible
patients will be invited by post to join the study. The invitation pack will include the Patient Information
Leaflet (PIL), an expression of interest form and a pre-paid return envelope. Once the practice has
screened their lists and sent the invite letters, they will be randomised centrally.

On receipt of the expression of interest (collated by the central research team), the Research
Nurse/HCA/AHP from the Clinical Research Network (CRN) will phone the patient to discuss the study

further. The CRN will be blinded to which arm the practices have been randomised to.

The CRN will inform the central research team which patients verbally agreed to participate in order to
send the relevant patient pack depending on which arm the patient’s practice was randomised to. All
patients will receive the same consent forms and questionnaires, but those in the intervention arm will

also receive a bladder diary to be completed before their face-to-face visit.

For patients in the control arm, the central research team will send the consent form and symptom
score questionnaires either by post or via a link to online versions for the patient to complete. For
these patients, the return of the completed consent form along with the questionnaires, will
demonstrate explicit consent to participation in the study.

For patients in the intervention arm, the central research team will send the consent form, bladder
diary and symptom score questionnaires by their chosen medium. Once the bladder diary and
questionnaires have been returned, the trial Research Nurse will arrange an appointment for a face-to-
face consultation to review the bladder diary and symptoms scores and administer the standardised

manualised intervention(s) as applicable, for the individual patient.

All men who enter the study will be logged with the central trial office at the University of Bristol (UoB)
and given a unique Study Number. The GP will be informed by the trial Research Nurse about the

patient’s participation in the trial. The electronic patient record will be updated to record participation.
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The men will be asked on the consent form if they are willing to consent to (i) the possibility of long
term follow up (via the study team accessing electronic NHS data), (ii) being contacted by a qualitative
researcher to undertake an interview and (iii) being contacted about other research. Declining to
consent to these will not disqualify a man from participating in the main trial.

All patients who agree to participate in qualitative interviews (verbally determined at initial phone call
by the CRN and confirmed in the main trial consent form that they agree to be contacted by the
qualitative researcher), will also be asked to provide written informed consent at the time of the

interview.

7.2 The randomisation scheme

GP practices will be the unit of allocation to the two study arms. Practices will be randomised on a 1:1
basis to receive either the intervention or continue care as usual (control group) by a BRTC statistician
who will be blinded to the identity of practices. This will be done after the practice list searches have
been conducted and lists have been screened by GPs. As there are a relatively small number of GP
practices in the trial, minimisation will be used to allocate practices to treatment arms to ensure
balance. Randomisation will be minimised by centre (Bristol and Southampton), practice size and

area-level deprivation (IMD) of the practice.

All men registered at a GP practice randomised to the manualised and standardised care pathway
who agree to participate will follow the active management (non-pharmacological “Intervention arm”)
and all men registered at a GP practice randomised to the Usual care “Comparator arm” will receive
current NHS standard management.

7.3 Blinding

Two statisticians will support this trial. The senior statistician co-applicant will be blinded throughout
the trial. A junior statistician will perform all disaggregated analyses according to a pre-specified
statistical analysis plan and will attend closed DSMC meetings as required. The CRN support team will
be blinded to minimise the selection and recruitment bias. The remaining members of the study team
will remain blinded to aggregate data only.
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7.4 Baseline data

Clinical and patient reported data will be collected by the research nurse at baseline (following written

consent). Validated questionnaires will be used for patient reported outcomes (see section 7.5).

Table 1 Summary of baseline data collection

Demographics/social

Age, ethnicity, marital status.

Clinical Date of diagnosis, co-morbidities, relevant prescribed LUTs medication
(including alpha-blockers etc.).
Laboratory Urinary analysis and renal function, if available in notes 3 months either

side of initial consultation of LUTs diagnosis.

Patient reported

Height, weight, EQ-5D-5L, IPSS, ICIQ-UI-SF, SAGA and Bladder Diary
(intervention only).

7.5 Trial assessments

Baseline 3 months 6 months 9 months | 12 months
Bladder diary °
CRF ° ° °
IPSS 'Y Yo} 'Ye)
ICIQ-UI-SF 0 'Ye) 'Y
SAGA e0 Yo, 'Y
EQ-5D-5L 0 'Ye) 'Ye)
Case note PO
review
Qualitative 'Y ° ce
interview
selected
patients
Qualitative * *
interview
staff

e Intervention arm o Control arm * Staff only (both arms)
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Figure 1 Overview of trial assessments

7.5.1 Intervention
The intervention arm offers manualised and standardised active management according to the
symptomatic presentation of the individual patients. The central aspects of the intervention are:

1. The personal delivery by a nurse to educate, emphasise positive aspects, and direct the
patient to the relevant steps to take personally.

2. The illustrated booklet of written information “Helping you to take control of your
waterworks”. The literature is in advanced development in line with Information Standards and
Department of Health guidance. It builds on literature already available from BAUS, using 8
patient panel meetings on the general approach to delivery and the specifics of the advice
needed for each of LUTS. The sections included are:

Advice on drinks and liquid intake

Advice on controlling an urgent need to pee (urinate)

Exercising the muscles between the legs (pelvic floor) to help stop bladder leakage
Advice on emptying your bladder as completely as possible

Advice on getting rid of the last drops

Reducing sleep disturbance caused by needing to pee.

3. To encourage and gauge adherence to the intervention, we will use regular contacts (initial
face-to-face appointment, after one week and optional further contacts 4 and 12 weeks later by
phone or email according to patient preference). Subsequent routine HCP contact is not
planned.

The sections of the booklet are tabbed to allow manualised tailoring by the HCP with discrete stickers.
Each section comprises ‘Education/ Dealing with the problem/ Want to know more?’ The booklet is
water-resistant and able to lie flat when open. Pictures used for clarity will avoid the use of potentially
embarrassing images.

The research/practice nurse will be provided with a decision tool to assist them in tailoring the
treatment for each patient at the baseline visit.

7.5.2 Comparator

Usual care (the comparator arm for TRIUMPH) in this study requests sites to continue to follow their
standard local practice for trial patients. The qualitative aspect of this trial will explore what usual care
looks like for a sample of comparator and intervention practices.

7.5.3 Trial follow-up

Men will complete self-reported outcome measures (IPSS, ICIQ-UI-SF, EQ-5D-5L and SAGA) at 6 and

12 months post enrolment. To encourage on-going participation a newsletter of the study will be sent
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to all participants at 3 and 9 months to remind patients about the study and their involvement. Data
extraction of GP records at 12 months (resource use) will be used to gauge use of health care
resources (e.g. GP consultations, medications and secondary care referral).

7.6 Qualitative Research

A qualitative component will be included within the study to evaluate patients’ attitudes to, and
experiences of, nhon-pharmacological and non-surgical interventions for men with LUTS. Patients
within the control group will be included to explore their LUTS experience. HCP views on the

interventions will also be explored. In addition, facets of trial participation will be explored.

Semi-structured interviews will be conducted during the pilot phase (control group excluded from this
stage). We will conduct qualitative interviews with study participants and clinicians involved in the trial
at baseline and 3-6 months after the intervention package. The purpose of these interviews is to
explore LUTS generally, the acceptability and attitudes to the proposed interventions and to improve
understanding of the outcomes and how they may be implemented into clinical practice. Theoretical

purposive sampling will be used to cover the population characteristics.

7.6.1 Objectives in the Intervention arm

a) To explore the perspectives regarding the intervention through patient interviews at
baseline (following baseline study visit)

Health-seeking drivers: what treatments have they received and how do they perceive their
effectiveness; product usage; treatment preferences — what would they like/expect to be

offered?; expectations regarding outcomes; anticipated compliance with the intervention.

b) To explore through patient interviews at follow-up (3-6 months following delivery of
the intervention)
Perspective on intervention: positive aspects of the intervention; negative aspects of the

intervention; perspectives on compliance/adherence

c) To explore acceptability of the treatment pathways through patient interviews during
feasibility (months 7-10)

Willingness to participate in the intervention: acceptability of follow-up pathway; perspectives
on standard and intervention pathways; what support is expected in order to encourage
adherence.
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7.6.2 Objectives in the Usual care (control) arm
a) To explore perspectives regarding usual care through patient interviews at baseline

(following return of baseline questionnaires)
Health-seeking drivers: what treatments they have received and how they perceive their
effectiveness; product usage; expectations regarding LUTS.

b) To explore perspectives regarding usual care through patient interviews at follow-up
(6-9 months following trial inclusion)

LUTS experience since baseline: any treatments received; product usage; expectations for
future LUTS care

7.6.3 Objective of staff interviews

a) To explore through HCP interviews (14-25 months)

Recruitment process drivers and barriers: randomisation perspectives — cluster design
acceptability, presence of preference; usual care/ intervention perspectives; outcome
perspectives and perceived compliance — where able for those who have returned and

discussed the intervention; retention of participants/loss to follow-up.

7.6.4 Trial Interviews

A standardised approach will be employed to explore the above areas in accordance with published
qualitative research methods. Face-to-face patient interviews will be conducted where possible with
telephone interviews included for remote study sites. Interviews will be carried out by an experienced
qualitative researcher. Interviews will be semi-structured and follow a topic guide (informed by
literature review and discussion between study researchers) which will encourage participants to
discuss their perspectives with regard to the aims above. Interviews will be audio-recorded,
transcribed verbatim and uploaded into a qualitative software package (NVivo10) to aid data
management. Analyses will be conducted by the qualitative researcher on an ongoing basis in an
iterative manner, according to principles of thematic content analysis (19). Recordings will be listened
to and transcripts read and re-read for familiarisation. Segments of text will be ‘coded’ by assigning
descriptive labels. Codes will be grouped on the basis of shared properties to create themes and
coded transcripts will then be examined and compared to inductively refine and delineate themes
(constant comparison) (20) (21).
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A subset of interviews will be independently analysed by a second study researcher and coding
discrepancies discussed to maximise rigour and reliability. Plausibility of data interpretation will be
further discussed within the study team throughout the analyses. Descriptive summary accounts of the
audio-recordings and interviews will be prepared.

7.6.5 Participant sampling and recruitment

Theoretical purposive (non-probability) sampling will be used to ensure the diverse characteristics of
the population are sampled (e.g. participants of differing ages, clinical history, duration of symptoms
and at follow-up in the intervention arm, components of the package received and drop-out/
adherence). Geographical distribution will also be factored to ensure representation of varied practice
populations (22). Sampling and analyses will continue in iterative cycles until no new themes are
emerging and established themes cease evolving (data saturation) (23). It is anticipated approximately
twenty participants will be required for the pilot stage, followed by a minimum of thirty to forty patient
interviews for both baseline and follow-up evaluation in the Intervention arm and twenty at both time
points in the Usual care arm during the main trial. Where possible we will conduct follow-up interviews
with the same participants as the baseline interviews to capture reflective perspectives. However,
additional participants may also be required to ensure representativeness of the spectrum of

interventions delivered and those considered compliant/adherent to the interventions.

A convenience sample of approximately twenty HCPs will also be interviewed in order to capture the
variability of the practice populations and both usual care and intervention practices involved at

baseline and follow-up.

7.6.6 Interview conduct

All trial participants will be asked at the initial screening telephone call if they are willing to be
contacted about taking part in a qualitative interview. This question will also be included on the
consent form which is returned to the study team to record explicit consent to participate in the main
study. Those who indicate that they are willing to be contacted will be provided with a separate PIL for
the qualitative study.

Following an opportunity to discuss concerns or questions regarding the qualitative study, the
participant will be asked to provide written, informed consent in order to take part, separate from the
main study consent form. Participants will be informed that non-participation or withdrawal at any time

from the qualitative study will not affect their involvement in the main study, or their clinical care.
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7.7 Methods to protect against other sources of bias

a) Ensuring standardisation of intervention and outcome measurement (performance bias)

All HCPs involved in delivery of the intervention will receive the same training and will be provided with
a flow chart decision tool to assist them with tailoring the appropriate advice to the patients’ symptoms.
This will be a 2 hour training session undertaken during site set-up, led by senior investigators in each

centre (Bristol: Dr Jonathan Rees; Southampton: Margaret Macaulay).

b) Loss to follow up (attrition bias)

Loss to follow-up in a previous trial of non-pharmacological treatment for men with urinary
incontinence after prostate surgery (24) was 5 to 10% at one year. However, a more conservative
estimate of just over 30% loss to follow up has been used in the sample size calculations. We will take
very active measures to minimise loss of men from the study in line with Research Ethics Committee
(REC) approval, such as phoning/ texting/ emailing the men (3 contact attempts), to complete
questionnaires over the phone if required, obtaining back-up ‘best contact’ addresses, using vouchers
as retention incentives (25), and contact their practice to check their contact details on record are still
valid (26). In addition, we will obtain consent from the men to enable us to access centrally-held NHS
data, for example via the NHS Strategic Tracing Service in England and Wales to find new addresses,
and electronic data linkage which records any in-patient episodes.

¢) Measurement bias

Measurement bias will be minimised by using validated questionnaires for patient-reported outcomes.

d) Other sources of bias (detection bias)

To prevent cross-contamination if both arms are run in the same site, we propose cluster
randomisation of GP practices, so each practice will recruit participants either to the Intervention or the
Usual care arm. Accordingly, group allocation cannot be concealed from the man or the staff.
However, the screening of patient databases will be undertaken before practice randomisation and
practice allocation will be concealed to men until after they consent to participate in the study.
Participation in the trial could influence delivery of care in the control arm practices. However, the
study population draws on prevalent rather than incident cases, and the low likelihood of contact
between GPs and patients in the duration of the study is not considered to be a high risk of detection
bias. We will monitor participation rates in both treatment arms. Random allocation minimised on
centre, practice size and area-level deprivation will reduce the threat of confounding due to baseline

differences between groups. The primary analysis will be conducted adjusted for practice-level
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characteristics used in randomisation. Sensitivity analyses will be performed adjusting for other
baseline confounders that prove to be imbalanced between the two groups.

All men will be actively followed up, with analysis based on the intention-to-treat principle. All analyses
will be clearly predefined in a Statistical Analysis Plan (SAP) to avoid bias.

7.8 Withdrawal criteria

The physician responsible for a patient retains the right to advise withdrawal of a patient from a trial for
appropriate medical reasons, be there any individual adverse events or new information gained about
a treatment. Participants can withdraw from (a) complying with the allocated trial treatment or (b)
providing data to the trial, at any time for any reason without affecting their usual care. In both cases
efforts will be made to report the reason for withdrawal as thoroughly as possible in a “Withdrawal/

discontinuation” form.

Should a participant wish to withdraw from receiving the allocated trial treatment, efforts will be made
to continue to obtain follow-up data, with the permission of the patient or family as appropriate. Any
data collected up to the point of withdrawal will be retained for analysis unless the participant

specifically requests otherwise.

7.8.1 Post trial care

Following the end of the trial, continued provision of the intervention materials will be at the discretion
of the normal care team and is likely to depend on the trial results. Participants will be informed of this

in the written information given to them when they are considering entering the trial.
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8 SAFETY

Serious and other adverse events will be recorded and reported in accordance with the International
Conference for Harmonisation of Good Clinical Practice (ICH GCP) guidelines and the Sponsor’s
Research Related Adverse Event Reporting Policy (see Figure X)

8.1 Definitions

Term

Definition

Adverse Event (AE)

Any untoward medical occurrence in a participant to whom a
medicinal product has been administered, including occurrences

which are not necessarily caused by or related to that product.

Serious Adverse
Event (SAE)

A serious adverse event is any untoward medical occurrence that:

e results in death

e s life-threatening

e requires inpatient hospitalisation or prolongation of existing

hospitalisation

e results in persistent or significant disability/incapacity

e consists of a congenital anomaly or birth defect
Other ‘important medical events’ may also be considered serious if
they jeopardise the participant or require an intervention to prevent
one of the above consequences.

NOTE: The term "life-threatening" in the definition of "serious" refers
to an event in which the participant was at risk of death at the time of
the event; it does not refer to an event which hypothetically might

have caused death if it were more severe.

8.2 Operational definitions for (S)AEs

Due to the nature of LUTs, SAEs are expected to occur throughout the course of the disease, these

SAEs are expected to be of low risk to the health of the patient.

Expected SAEs include:

e Hospital admissions — elective and emergency — that can be explained directly or indirectly by

their LUTs

e Urinary Tract Infections (UTls) related to their LUTS
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e Urinary retention

8.3 Recording and reporting of SAEs
Expected SAEs will NOT be reported to the Sponsor or REC (unless they are fatal) but instead a

record of these expected SAEs will be collected on the study CRF and summary reports, as agreed by

the Data Monitoring Safety Committee (DMSC) and will be provided to the DMSC.
Unexpected SAEs will be reported to the Sponsor. Unexpected SAEs which are causally related to
the intervention will be reported on to the REC.

Pre-planned hospitalisation or elective procedures for pre-existing conditions which have not
worsened do not constitute an adverse event.

Participants will be monitored for SAEs from the time of consent until the end of their participation in
the study, i.e.12 month after enrolment in the trial.

All reportable SAEs must be documented on UHBristol SAE reporting forms and faxed or emailed
securely to the central research team and Sponsor (or delegate) within 15 days of the centre staff

becoming aware.
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Serious adverse event/reaction identified

V1.0, 29" November 2017

Event/reaction expected (i.e. listed in protocol)?

v v
Yes No
v v

Resulted in death?

v v
Yes No
v
Report to sponsor
and REC

v

Report event to the
DMSC as required

Report to sponsor

v

Causally related to the
study intervention?

v

Yes

v

v
No

v

Report event to the

REC (maximum 15

days) and DMSC as
required

Report event to
the DMSC as
required

For each SAE the following information will be collected

Full details in medical terms and case description;

Event duration (start and end dates, if applicable);

Action taken;
Outcome;

Seriousness criteria;

Causality (i.e. relatedness to trial/intervention), in the opinion of the investigator;

Whether the event would be considered expected or unexpected.

Each SAE must be reported separately and not combined on one SAE form. Any change of

condition or other follow-up information relating to a previously reported SAE should be

documented on the appropriate SAE follow up form and events will be followed up until the

event has resolved or a final outcome has been reached.
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All other adverse events will be captured as part of the primary and secondary outcomes for the
trial and are therefore likely to form part of the report that is submitted to the DMSC on a regular
basis.
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9 STATISTICS AND DATA ANALYSIS

9.1 Sample size calculation

This study is powered to detect a mean change of 2 points on our primary outcome of IPSS scores at
12 months. This difference was chosen because while the recognised minimum important difference in
IPSS scores is 3.0 (27), men may be bothered by just one symptom (e.g. nocturia).

To inform the sample size calculation a scoping search was conducted with local practices within NHS
Bristol CCG to gain a sense of the likely number of patients available on their lists based on our
inclusion and exclusion criteria. This search suggested that an average sized practice might identify
100 patients. Assuming that 50% of these patients will be eligible and 70% consent, each practice
would consent 35 eligible patients. Our estimates of eligibility rates, consent and loss-to-follow up are

conservative and based on our experience running pragmatic trials.

We estimate that 840 patients are needed from at least 24 practices to detect a difference in IPSS
scores of 2 (common standard deviation of 5: in line with the assumptions made in the UPSTREAM
study (3)) with 90% power and significance level 5%. Our estimate incorporates a design effect to
account for clustering of effects in practices which assumes that practices will be able to recruit 35
patients each and that the intra-class correlation between practices would be 0.05 — an estimate in line

with results from other primary care studies (28). We allowed for up to 30% of men being lost to follow-

up.
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Figure 2. Participant recruitment projection Number of men recruited (y-axis) is plotted against
recruitment month (x-axis). Recruitment month 1-4 is the internal pilot phase (equating to trial months
7-9). Allowance is made for slower recruitment during Christmas and Summer periods.

We propose a 12 month recruitment period (months 7 to 18 inclusive) to identify contact and consent
840 prevalent patients as specified in our sample size estimates. In our recruitment progression
estimates (Figure 2) we assumed that recruitment might be slower in the first few months as practices
become established and any difficulties are identified and resolved. We also allowed for lower
recruitment during the summer and Christmas periods and allowed for a second wave of recruitment

from the original patient list to be performed part-way through recruitment should this be necessary.

9.2.1 Internal pilot
The internal pilot is primarily designed to verify that recruitment is possible. We will make a decision

about the feasibility of the trial after 4 months of recruitment (end of month 10). Based on our
projections, we expect to have recruited 120 patients by this point (See Table 2 for progression

criteria).

The trial would be halted if we are unable to recruit more than 90 participants by the end of month 10,
as it would be unlikely that we could recruit our required sample size without a substantial extension. If

between 91 and 110 patients are recruited, we will review our recruitment strategy and identify any
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potential barriers to recruitment and consider the need for recruiting additional sites. In this case we
will consider the trial feasible and will consider only minor changes to the recruitment strategy. During
the internal pilot phase, the TMG will meet monthly to review recruitment rates and decide whether
further actions can be taken to improve them.

Table 2 Progression Criteria

1. The number of practices agreeing to take part is at least 18 (75%) by the end of month 6.
AND

2. The number of patients recruited is at least 120 by the end of month 4 of the recruitment
phase.

1. The number of practices agreeing to take part is between 12 and 17 (50-74%) by the end
of month 6, we will review our recruitment strategy in conjunction with the independent
Trial Steering Committee (TSC) and the HTA.

OR

2. The number of patients recruited is between 91-110 by the end of month 4 of the
recruitment phase.

1. The number of practices agreeing to take part is less than 50% by the end of month 6
OR

2. The number of patients recruited is less than 90 by the end of month 4 of recruitment
phase.

NOTE: Achieving all green targets would almost certainly mean proceeding to the full trial; whereas
achieving predominantly red targets would almost certainly indicate that a full-scale RCT is not
feasible and the trial would be discontinued

9.3  Statistical analysis plan

All analyses and reporting will be in line with CONSORT guidelines and its extension for cluster
randomised trials. Primary analyses will be conducted on an intention-to-treat (ITT) basis. A full
statistical analysis plan will be developed and agreed by the Trial Steering Committee prior to

undertaking analyses of the main trial.
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9.3.1 Summary of baseline data and flow of participants
Descriptive statistics will be used to summarise characteristics of practices and patients and compare

baseline characteristics between groups. Means and standard deviations will be used for continuous
and count outcomes or medians and interquartile range if required for skewed data. Categorical
variables will be summarised using frequencies and proportions. Baseline variables to be explored
include those described in section 7.4. Patient-reported outcome scores based on standardised
questionnaires, including the primary outcome of LUTS score, will be calculated based on the
developers’ scoring manuals and missing and erroneous items will be handled according to these

manuals.

9.3.2. Primary outcome analysis

The primary outcome is IPSS score collected at 12 months post-consent. It will be described in each
treatment group using means and standard deviations. Comparisons between treatment arms will be
made using a multilevel linear model to allow for clustering within practices adjusting for baseline IPSS
scores and practice-level variables used in the randomisation. We will explore whether there is
clustering by the nurse delivering care (in the Intervention arm) and account for this in our models if

present. The underlying assumptions of this model will be checked and analyses adjusted accordingly.

9.3.3 Secondary outcome analysis

Secondary endpoints in this study are described in section 3.4 and these explore LUTS, measures of
quality of life, self-management, adverse events, use of LUTS medication and referrals to primary and
secondary care. Continuous outcomes will be studied in the same manner as the primary outcome
using multilevel linear models to allow for clustering within practices adjusting for baseline measures
of the outcome where available. Binary outcomes will be studied using multilevel logistic regression
models allowing for clustering within practices. Count variables will be studied using multilevel Poisson
regression models - or negative binomial model depending on the distribution of counts - allowing for
clustering within practices. All models will adjust for variables used in the randomisation, the
underlying assumptions of the models will be checked, and analyses adjusted accordingly.

9.3.4 Planned further exploratory analyses
We will conduct a small number of further exploratory analyses to study the treatments received in

both arms and categories of LUTS that patients present.
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9.3.5 Proposed frequency of analyses

The main analysis will be performed when all 12-month follow up has been completed. An
independent DMC will review accumulating safety data at its discretion, but at least annually.

9.4 Subgroup analyses

The effects of the intervention may differ between groups of patients according to the nature of LUTS
experienced at baseline. Subgroup analyses will therefore be carried out to assess the difference in
treatment effect on the primary outcome according to categories of LUTS (storage/ voiding/ post-
voiding) reported at baseline. Effect modification will be assessed by including an interaction term in
the regression model and formal tests of interaction will be performed to test whether the treatment
effect differs between these groups.

9.5 Adjusted analysis

All primary analyses will adjust for the outcome as measured at baseline and variables used in the
randomisation. Secondary analyses will adjust for any prognostic variables demonstrating marked

imbalance at baseline (ascertained using descriptive statistics).
9.6 Procedure(s) to account for missing or spurious data

The primary analyses will be based on the observed data and a sensitivity analysis will be conducted

where missing data are imputed using appropriate methods based on patterns of missingness.

Data will be entered promptly and data validation and cleaning will be carried out throughout the trial.
Where spurious data are observed, values will be checked against available records

9.7 Economic evaluation

The trial will include a formal economic evaluation comparing the costs and cost-effectiveness
of the intervention from an NHS perspective, from baseline to 12 months follow-up. The cost of
the intervention and the use of primary and secondary NHS services by the men in relation to
their bothersome LUTS, will be estimated through the collection of resource-use data from
general practice records and study designed proformas, and will be valued using routine data

and GP practice information.

The values from EQ-5D-5L, administered at baseline, 6 and 12 months, will be transformed into utility
scores and individual QALYs will be calculated using the area under the curve approach.

Resource use (e.g. number of GP consultations) will be calculated for each arm. Differences in

costs and QALYs between the arms will be evaluated using appropriate regression techniques.
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For the primary economic analysis, cost-effectiveness will be assessed using the Net Benefit
framework over a range of values for the QALY and will include the UK cost-effectiveness
thresholds of £20,000 - £30,000.

A secondary economic analysis will examine the difference in costs and IPSS score. If neither
arm is dominant (i.e. both cheaper and more effective), then an incremental cost-effectiveness
ratio (ICER) will be calculated in relation to the IPSS score. If appropriate, Seemingly Unrelated
Regressions (SUR) will be used when constructing the ICER, to account for the potential
correlation between costs and the IPSS score.

Uncertainty for these analyses will be addressed using cost-effectiveness acceptability curves
and sensitivity analyses.
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10 DATA HANDLING
10.1 Data collection tools and source document identification

Clinical outcomes will be assessed by participant-completed questionnaires at baseline (postal), 6
months (telephone, postal or online) and 12 months (telephone, postal or online). The research nurse
will complete a case report form at the time of the baseline assessment, treatment phase over 12
weeks (intervention only) and follow up at 6 and 12 months, providing details of the treatment
(intervention only), adverse events and resource use. We are using standardised outcome

instruments. The components and timing of follow-up measures are shown in Figure 1.

Standardised tools being used:

e EQ-5D-5L
e ICIQ-UI-SF
e [PSS

o SAGA

For economic outcomes, study designed proformas will be completed by the research or practice
nurses to collect resources used in the intervention.
Self-completed questionnaires, which will include the EQ-5D-5L, will be administered to all men at

baseline (postal only), 6 and 12 months (telephone, postal or online).

At 12 months follow-up, healthcare resource use in relation to the management of bothersome LUTS
including medications, GP practice visits and secondary care attendances will be abstracted from the

patients’ primary care medical records.

A central administrative database will be set up by BRTC that prompts the Clinical Trials Unit (CTU)

when Patient Questionnaires (PQ) are due.
10.2 Data handling and record keeping
Data will be collected and retained in accordance with the UK Data Protection Act 1998.

10.2.1 Clinical data
e The clinical data will be stored using REDCap. REDCap is a secure, web-based electronic

data capture (EDC) system designed for the collection of research data.
e Although the system has been developed by Vanderbilt University, the Department of
Population Health Sciences (PHS) (University of Bristol, ‘UoB’) has set up its own

infrastructure to host the REDCap application so that all elements reside within UoB.
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e REDCap is used solely for anonymized clinical data linked by a participant ID. Email
addresses are usually collected as they are essential for the correct functioning of the
survey feature.

e All data recorded that has the potential to identify a participant (i.e. DOB, email address)
will be marked as ‘identifier’. Whilst the Pl and Trial Managers can access all data, data
exports for sharing can be anonymized by selecting ‘remove identifiers’ option in the export
process. The data set can then be considered pseudonymised at export and does not
need further processing.

e Data are stored in a secured UoB server subject to standard UoB security procedures. The
full database is backed up daily. Additionally, changes are logged every hour. A
disaster/recovery plan is in place as part of the SLA we have with IT Services.

e A combination of field type validation, data ranges, logic and thorough technical and User
Acceptance testing is used to ensure the quality of the data collected via REDCap.

e REDCap supports the whole data lifecycle, including database design, data collection,
validation, branching logic, analysis, reporting and storage. In addition, REDCap provides
automated export procedures for seamless data downloads to common statistical
packages.

e REDCap provides a full audit log cataloguing individual changes with date/time, old value,
new value and the identity of the user who made the change.

e REDCap user roles can be used in combination with filed validation as identifier to
determine the data that can be viewed by different members of the team. This facility can
be used to avoid unblinding the statistician if necessary.

e Data entry can be performed by accessing the REDCap application directly or via surveys.
In order to access the application directly, users will be added to the system (following
request from the Trial Manager) by the Data Manager. It is the Trial Manager’s
responsibility to add the user to a specific project and role.

e Data can be collected offline using mobile devices. The data can be uploaded to the main

REDCap server once good WIFI connection is available.

10.2.2 Administrative Data System
e The Administrative data will be stored in a central clustered Structured Query Language (SQL)

database. The database is backed up daily and uses binary log files. A disaster/recovery plan
is in place as part of the SLA we have with IT Services.
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e The Administrative system provides a full audit log cataloguing individual changes with
date/time, old value, new value and the identity of the user who made the change.

e A combination of field type validation, data ranges, logic and thorough testing is used to ensure
the quality of the data collected via the user interface.

o The Administrative system resides behind University of Bristol firewall. All users will be
required to have a University of Bristol user account, which means they are a member of staff
or have honorary status, and bound by University of Bristol policies and rules.

o Access to the Administrative system is by username and password with user rights assigned

by a BRTC administrator, at the request of the Trial Manager.

10.3 Access to Data

10.3.1 Source data
For monitoring purposes, the Pl will allow monitors from the sponsor (or delegate), persons
responsible for the audit, representatives of the REC and of the Regulatory Authorities to have direct

access to source data/documents.

10.3.2 Anonymised trial data

The Senior IT Manager (in collaboration with the Chief Investigator) will manage access rights to the
data set. Prospective new users must demonstrate compliance with legal, data protection and ethical
guidelines before any data are released. We anticipate that anonymised trial data will be shared with
other researchers to enable international prospective meta-analyses.

10.4 Archiving
This trial will be sponsored by UoB who will also be the data custodian. All study documentation will be

retained in a secure location during the conduct of the study and for 5 years after the end of the study,
when all patient identifiable paper records will be destroyed by confidential means.
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11 TRIAL MANAGEMENT

The trial is supported by the Bristol Randomised Trials Collaboration (BRTC). The BRTC is an UK
Clinical Research Collaboration registered Clinical Trials Unit. The trial will conform to the BRTC
standard operating procedures. The central research team will prepare all the trial documentation and
data collection forms, specify the randomisation scheme, develop and maintain the study database,
check data quality as the trial progresses, monitor recruitment and carry out trial analyses in
collaboration with the clinical investigators

11.1 Day-to-day management

The trial will be managed by a Trial Management Group (TMG), which will meet face-to-face / by
teleconference approximately bi-monthly. The TMG will be chaired by a Chief Investigator and will
include all members of the named research team (see Co-investigator details).

An appropriately qualified person by training will be responsible for identifying potential trial
participants, seeking informed participant consent, randomising participants, collecting trial data and
ensuring the trial protocol is adhered to.

11.2 Trial Oversight

Adverse events will be documented and reported in accordance with University of Bristol's Service
Level Agreement (SLA) with UH Bristol who manages SAE reporting on behalf of the University. For
that reason, all SAEs must be recorded and reported to UH Bristol, in accordance with UH Bristol
Research Safety Reporting Standard Operating Procedure. UH Bristol will regularly inform the
University about SAEs. Expedited reporting takes place where necessary to agree corrective /
preventative actions.

11.3 Principal Investigator/research or practice nurse
Principal investigators (Pls) and research nurses at each site will be checking for SAEs/AEs when they
have contact with participants. They will be responsible for:

Using medical judgement in assigning seriousness, causality and expectedness.
Ensuring that all SAEs are documented and reported to the Sponsor within 15 days of
becoming aware of the event and provide further follow-up information as soon as available.

e Ensuring that AEs are documented and reported to the Sponsor in line with the requirements of
the protocol.

11.4 Chief Investigator
The chief investigator will be responsible for:

e Clinical oversight of the safety of patients participating in the trial, including an ongoing review
of the risk/benefit.

e Using medical judgement in assigning seriousness, causality and expectedness of SAEs
where it has not been possible to obtain local medical assessment.
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e Immediate review of all reportable SAEs including expedited reporting of SAEs to the REC
within required timelines.
Central data collection of SAEs and notifying Pls of SAEs that occur within the trial.
Ensuring safety reports are prepared in collaboration with appropriate members of the TMG
group for the main REC and DMC and TSC

11.5 Sponsor

The sponsor will be responsible for overall oversight of the trial.

11.6  Trial Steering Committee (TSC)

The role of the Trial Steering Committee (TSC) is to provide the overall supervision of the trial, monitor
trial progress and conduct and advise on scientific credibility. The TSC will consider and act, as
appropriate, upon the recommendations of the Data Monitoring Committee (DMC) or equivalent and
ultimately carries the responsibility for deciding whether a trial needs to be stopped on grounds of
safety or efficacy

11.7  Data Monitoring Committee (DMC)

In accordance with the Trial Terms of Reference for the DMC, this group will be responsible for
assessing safety and efficacy of the trial.

At the first DMC meeting, the committee will agree on its charter of operations and advise on the way
safety data should be presented at future DMCs and whether stopping rules for efficacy or safety are
required. The DMC will report findings and recommendations to the TSC.

11.8 Patient Advisory Group (PAG)
We have identified an expert panel of service users who will form the PAG. We have already sought

their advice and views about the proposed study and its design, and they are willing to continue to
provide their support for the duration of this study. This group consists of eight men who have
volunteered to North Bristol NHS Trust’s Research and Innovation Department to advise on research
from a user perspective. They strongly support discrete but effective measures to support men with
self-management of LUTS. The service users have actively contributed to this study at an open forum

meeting of the panel. They will be asked to contribute to the design of the letter of invitation and PIL.

The PAG will meet biannually in year 1 and 3 and annually in year 2. This group will be co-chaired by

the PPI co-applicant.
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12 MONITORING, AUDIT AND INSPECTION

The study will be monitored and audited in accordance with the Sponsor’s policy, which is consistent
with the UK Policy Framework for Health and Social Care Research and the Medicines for Human Use
(Clinical Trials) Regulations 2004. All study related documents will be made available on request for
monitoring and audit by the sponsor, the relevant REC and for inspection by other licensing bodies.

All UoB studies that are registered on the Research Governance system will be eligible for monitoring
by an independent service provider (an SLA is in place with UH Bristol to provide this).

Compliance with the ICH GCP guidelines for monitoring is often interpreted as requiring intensive site
monitoring. However, “the extent and nature of the monitoring should be proportional to the objective,
purpose, design, size, complexity, blinding, endpoints and risks of the study.” (ICH GCP, section
5.18.3).

Studies sponsored by UH Bristol will have a monitoring plan set up for them by the sponsor after the

risk assessment has been completed.

The sponsor usually delegates some of the monitoring to the central research team. The following

checks would be typical:

e That written informed consent has been properly documented

e that data collected are consistent with adherence to the study protocol

e that CRFs are only being completed by authorised persons

e that SAE recording and reporting procedures are being followed correctly

e that no key data are missing

e that data are valid

e review of recruitment rates, withdrawals and losses to follow up.

On a regular basis we will monitor the percentage of LUTs patients that meet the eligibility criteria
and report the percentage of patients who consent. To assess the generalisability of the participants,
the characteristics of consenting participants and non-consenting will be compared. We will also
report to the DMEC if requested, preliminary data on event rates observed in the trial population:
infections, GP consultation rates, SAE rates, dropout rates, and transfer to a different treatment (i.e.

surgery).

121 Protocol compliance

There will be no prospective, planned deviations or waivers to the protocol. Accidental protocol

deviations can happen at any time, but they must be adequately documented on the relevant forms
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and reported to the Cl and Sponsor immediately. Deviations from the protocol which are found to
frequently recur are not acceptable, will require immediate action and could potentially be classified as

a serious breach.
12.2 Notification of Serious Breaches to GCP and/or the protocol
A “serious breach” is a breach which is likely to effect to a significant degree:

a) the safety or physical or mental integrity of the subjects of the trial; or
b) the scientific value of the trial
The sponsor must be notified immediately of any case where the above definition applies during the

trial conduct phase. They will assess the seriousness of any breach as per the appropriate SOP.
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13 ETHICAL AND REGULATORY CONSIDERATIONS
This study will be conducted in accordance with:

e The Medicine for Human Use (Clinical Trial) Regulations 2004
e International Conference for Harmonisation of Good Clinical Practice (ICH GCP) guidelines
e UK Policy Framework for Health and Social Care Research

Any amendments to the trial documents must be approved by the sponsor prior to submission to the
REC.

Before any site can enrol patients into the trial, the CI/PI or designee will obtain confirmation of

capacity and capability for each site in-line with HRA processes.

For all amendments the CI/PI or designee will confirm with the Sponsor, the HRA (+/- REC) and sites

R&D departments that permissions are ongoing.

13.1 Peer review
The proposal for this trial has been peer-reviewed through the NIHR HTA peer-review process, which

includes independent expert and lay reviewers.

13.2 Research Ethics Committee (REC) review and reports
Ethical and Health Research Authority (HRA) approval will be sought through the HRA for the trial and

the qualitative work embedded within the trial. We believe the proposed research does not pose any

specific risks to individual participants nor does it raise any untoward ethical issues.

Ethics review of the protocol for the trial and other trial related essential documents (e.g. PIL and
consent form) will be carried out by a UK Research Ethics Committee (REC). Any amendments to
these documents, after a favourable opinion from the REC/HRA has been given, will be submitted to

the REC/HRA for approval prior to implementation.

All correspondence with the REC will be retained in the Trial Master File (TMF)/Investigator Site File
(ISF). An annual progress report will be submitted to the REC within 30 days of the anniversary date
on which the favourable opinion was given, and annually until the trial is declared ended. The CI will
notify the REC of the end of the study and if the study is ended prematurely (including the reasons for
the premature termination). Within one year after the end of the study, the CI will submit a final report
with the results, including any publications/abstracts, to the REC.

ICH-GCP training will be carried out by certain staff members depending on their delegated

responsibilities within the trial, the level of training required will be determined according to the NIHR
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Delegation and Training Decision Aid. Informed consent to participate in the trial will be sought and
obtained according to GCP guidelines.

13.3 Amendments

The Sponsor will determine whether an amendment is substantial or non-substantial. All amendments
will be processed through the HRA and where appropriate the REC. If applicable, other specialist
review bodies (e.g. CAG) will be notified about substantial amendments in case the amendment
affects their opinion of the study. Amendments will also be notified to NHS R&D departments of
participating sites to confirm ongoing capacity and capability to deliver the study.

13.4 Ethical Issues

The main ethical issue is the need to select one of two possible therapy pathways for men with LUTS,
based on the randomisation of their practice, which may not be fully in line with the participant’s
perceived values or preferences. For the purposes of the trial, it will be essential that men are fully
informed regarding present knowledge of the process and outcome of the option applicable to their
practice. To achieve this, we will design and test participant information literature in collaboration with
BAUS before starting the trial, using an expert group composed of patients, clinicians, and lay experts.

We will then organise training for participating clinician teams and local research nurses.

13.5 Risks and Benefits
There are no risks associated with participation in the trial, other than those routinely associated with
standard management of Male LUTS in the NHS. As with all trials the main benefit of participating is

an altruistic one to improve care for subsequent men requiring these interventions.

The PIL will provide clear details of the anticipated risks and benefits of taking part in the trial and the
study interventions. The risk and benefits of the study will be discussed with the local research nurses
as part of the process of providing written informed consent.

The eligibility criteria ensure that all trial participants require, and would normally have, one or other of
the trial options as routine treatment for their condition. In general, therefore, the trial will not expose
participants to risks additional to routine care. The trial may make men more aware of the potential
downsides of the established pathways used in clinical practice: those allocated to usual care may
proceed to drug therapy or urological referral without having conservative intervention; while those
allocated to interventional active therapy undergo a therapy phase which may be considered a delay

to definitive management.
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The overall benefit of participating in the trial is the altruistic outcome of providing high level evidence

for future men with LUTS faced with this choice of active management. Clarification of which pathway
is cost-effective from a health care and societal perspective will bring benefit in terms of identifying the
best approach for future use in the NHS and more widely in other countries.

13.6 Indemnity

The necessary trial insurance is provided by the Sponsor. The PIL provides a statement regarding
indemnity for negligent and non-negligent harm.

13.7 Obtaining informed consent from participants

Informed consent will be approached in a proportionate manner according to GCP guidelines.
Participants will be given sufficient time to accept or decline involvement and will be free to leave the
study at any time. Participants who cannot give informed consent (e.g. due to their mental state) will
not be eligible. Participants will be asked to consent to: participation; randomisation; follow up; contact
in the future about this and other research; electronic tracing using NHS data; and data linkage with

routine NHS data sources.

All patients in the main trial will be verbally asked via phone if they agree to participate and to be sent
the baseline patient pack. A consent form will be included in the baseline patient pack which patients
will be expected to sign and send back along with their completed questionnaires; this will confirm
their willingness to participate in the study. Patients will be asked how they would prefer to be

contacted during the follow-up phase of the trial (phone, post, email).

13.8 Retention of data

To comply with the 5th Principle of the Data Protection Act 1998 (this process will be reviewed and
updated accordingly with any updates to the guidelines), personal data will not be kept for longer than
is required for the purpose for which it has been acquired. Data will be held in compliance with the
sponsor’s standard operating procedures. It is intended to follow up the whole cohort of men for at
least 5 years, subject to additional funding, and therefore data will be retained for at least 5 years after
close of the study. Documents will be reviewed by the Cl before being destroyed.

13.9 Public and Patient Involvement (PPI)
Dr Taylor, the PPI co-applicant, is a patient familiar with the urological care pathways for LUTs; he will

be involved in trial design and the TMG, along with one other service user. We have a PAG
established consisting of both primary and secondary care patients. They have reviewed the trial
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design and application, in addition to developing the written information that will be used to reinforce
the advice given by the nurse in the treatment selection appointment.

Feedback from PPI helped us to identify the limitations of self-care advice that is currently available
and alter our intervention in order to overcome these issues. We altered the delivery of our

intervention based on PPI views of healthcare interaction.

The patient co-applicant and the PAG will meet in the pre-trial period and then regularly thereafter
(see section 11.8). In particular they will review the PIL and intervention materials ahead of the ethics
submission and contribute to the topic guides for qualitative interviews. We are committed to obtaining
the input of service users at every stage, from design to production of plain English summaries for

dissemination.
13.10 Data protection and patient confidentiality

The University of Bristol will be the data custodian. All data held in Bristol will conform to UoB’s Data
Security Policy and in Compliance with the Data Protection Act 1998 (or equivalent guidance when

applicable).

Data collected on paper case report forms at study centres or as questionnaires from participants will
be identifiable only by participant study number. This will be transported by securely by post or
securely via electronic means to the TRIUMPH study team. Any paper copies will be stored in a
secure locked cabinet in a locked room.

Data obtained by paper will also be entered onto and maintained on an SQL Server database system
maintained by UoB Information Services. Information capable of identifying individuals and the nature
of treatment received will be held in the database with passwords restricted to TRIUMPH study staff.
Information capable of identifying participants will not be removed from UoB or clinical centres or
made available in any form to those outside the study.

Data sources will be stored for 5 years after the close of the study. Personal data (e.g. name and
address, or any data from which a participant might be identified) will be withdrawn from the study if

this is requested by a participant.

Interviews and recruitment appointments will be recorded on an encrypted digital recorder which will
be locked in a secured cabinet at the Department of Population Health Sciences. Recordings will be
transferred onto a computer as soon as possible after each interview, and stored only in a password
protected drive maintained by the UoB. Only the qualitative researchers working on this study will

have access to this drive.
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Recordings and transcriptions will be named with a study-assigned participant number, centre initials,
and the date of recording. There will be no participant identifiers in files, databases, or transcripts,
which will only be labelled with study assigned participant numbers. Coding keys matching the name
of the participants with their study participation number will be stored in a password protected
spreadsheet, which will be maintained and only accessed by the qualitative researchers. All
recordings will be coded and securely transferred to a University of Bristol approved transcription
company or transcriber that has signed the required confidentiality agreements. All transcripts will be

anonymised upon receipt.

All electronic data files will be saved in a secured computer and to a password protected University of

Bristol network space, in accordance with the University of Bristol's data security policies.

All nonessential data will be wiped upon completion of the study. Essential documents will be kept for
up to 5 years, after which they will be deleted, and all copies destroyed in accordance with the UoB’s

secure erasure of data policy.

The anonymised interview data (transcripts only) will be uploaded to a ‘controlled access’ data
repository, subject to individual written informed consent from the participants. This has been fully
explained in the information sheet, and requires participants to initial a specific statement on the

consent form (if they agree).

13.11 Financial and other competing interests for the chief investigator, Pls at each site and
committee members for the overall trial management

The research team and all Pls must disclose any ownership interests that may be related to products,
services, or interventions considered for use in the trial or that may be significantly affected by the trial.

Competing interests will be reported in all publications and in the final report.
13.12 Access to the final trial dataset

Anonymous research data will be stored securely and kept for future analysis. Members of the TMG
will develop a data sharing policy consistent with UoB policy. Data will be kept anonymous on secure
access computers. Requests for access to data must be via a written confidentiality and data sharing
agreements (DSA) with the CI (or his appointed nominee). Requests for data release outside of the
planned analyses should be considered by the TSC.

The DSA should cover limitations of use, transfer to 3rd parties, data storage and acknowledgements.
The person applying for use of the data will be scrutinized for appropriate eligibility by members of the

research team. All requests will require their own separate REC approval prior to data being released.
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14 DISSEMINATION POLICY

A comprehensive plan for disseminating TRIUMPH results will be developed by TMG which will
include PPI co-applicants.

The results of the study will be published in the academic press and all participants will be offered a
lay summary of the main findings of the study. It is anticipated that the Protocol will be submitted to a
prestigious journal, with a view to subsequent publication of the main research output paper. The trial
will also be presented at national and international conferences such as the International Continence
Society (ICS). This will in turn be used by the national and international community to inform practice,
with incorporation into NICE Guidelines and other international guidelines such as those of the EAU.

The findings of the trial will be disseminated nationally through BAUS, as this is the specialist body
with the responsibility for guiding clinical practice, policy matters, research priorities, governance and
training in matters related to LUTS and Benign prostate enlargement (BPE). BAUS is well placed to
implement the findings by informing NHS policy (NICE) and by dissemination of evidence-based
clinical practice to its members. Our patient panel identified the need for effective dissemination of
findings to primary care, and this will be achieved nationally through the Primary Care Urology Society
(chaired by co-applicant, Dr Rees). In addition, Avon Primary Care Research Collaborative (APCRC)
policy on Knowledge Mobilisation is an established route connecting academic output to decision

makers for public policy and professional practice.

On completion of the trial a final report will be prepared for the Funder (NHR HTA) and once approved

made publicly available on their website.

Study progress and results will be disseminated through the existing communication channels of the
BAUS, which has an active twitter account with several thousand followers, respectively. A TRIUMPH
Twitter account will be set up to keep interested patients, carers, clinicians, managers and policy

makers up-to-date with trial progress.
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