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WA HEALTH RESEARCH PROTOCOL 
TEMPLATE FOR CLINICAL TRIALS
GUIDELINES

This protocol template is provided as a guide for investigators who do not already have a protocol for their research project. It is a requirement of WA Health that a protocol is submitted with the ethics application. This template is based on the Therapeutic Goods Administration (TGA) “Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95)” 2000. To meet Good Clinical Practice Guidelines the Protocol should contain, but not be restricted to, the information contained within this template.
A clinical trial is a form of human research designed to find out the effects of an intervention, including a treatment or diagnostic procedure. A clinical trial can involve testing a drug, a surgical procedure, other therapeutic procedures and devices, a preventative procedure, or a diagnostic device or procedure.  
Some Heath Service Providers provide access to statistical advice for investigators. Contact the relevant Research Governance Office for further advice; contact details are available on the Research Governance Service website.

NB: Further information on clinical trial protocol/study report formats can be found in the ICH Guideline “Structure and Content of Clinical Study Reports” 1995 available on the ICH website.
	1. Trial Details


1.1 Trial Details.
	Protocol/Clinical Trial Title:
	Does early removal of ureteric stent simultaneously with indwelling urethral catheter post kidney transplantation reduce the infection and healthcare costs?

	Protocol Number (Version and Date):
	V4-01-10-2018

	Amendment 

(Number and Date):
	

	Trial Start Date:
	01-11-2018
	Trial Finish Date:
	01-11-2021

	Coordinating Principal Investigator Name:
	Bulang He

	Coordinating Principal Investigator Contact Details:
	General Surgical department, G block, Sir Charles Gairdner Hospital, Hospital Avenue, Nedlands WA 6009

	Sponsor Name (if applicable):
	NA

	Laboratory Name (if applicable):
	NA


1.2 Trial Summary (less than 300 words) including background, objectives and trial plan.
Kidney transplantation is a definitive treatment for patients with end stage kidney disease, which extend the patient life expectancy and improve quality of life. During the surgery of kidney transplantation, placement of a ureteric stent across the ureter-bladder anastomosis has been confirmed beneficial to reduce major urinary tract complication from 6-17.3% to 3-7% It is unknown how long period should a ureteric stent be best kept in situ before it is removed. On the other hand, placement of a ureteric stent is associated with stent-related complications such as urinary tract infection, BK virus infection, stent irritation symptoms, haematuria, stent migration or encrustation and rarely “forgotten stent”. In current standard clinical practice, a procedure of cystoscopy is required to remove the ureteric stent with local anaesthesia under hospital admission 4-6 weeks after transplant. Nevertheless, not all transplant units routinely place the ureteric sent. Then, ureteric stent is only used in selected patients when the high risk of urological complication is suspected. Therefore, the aim of this study is to investigate the outcomes of early removal of a ureteric stent simultaneously with removal of indwelling urethral catheter (IDC) on day 4-5 post-transplant on the ward prior to discharge. The cost saving will also be calculated as the new approach will avoid the procedure of cystoscopy and hospital admission
This study is designed as a prospective cohort study with a historical control. The participants will be educated and the written consent is obtained for enrolment to the study, the surgical procedure is slightly modified, in which a 4/0 suture string is used for connection of the tip of stent with the tip of urethral catheter during surgery. As such, the stent is removed by the string following the urethral catheter. The data of patient demographics, primary kidney disease, dialysis modality and period, kidney graft information and function, surgical complications, urine leakage or ureter stenosis, urinary tract infection, BK virus infection will be collected and analysed in comparison with historical control group. Power calculations show that 79 participants are required for the study group and 79 cases in historical control group.  
It is expected that early removal of ureteric stent will reduce the rate of urinary tract infection without increase urinary tract complications. It is also cost saving as it avoids the need of a procedure of cystoscopy and a day admission to hospital. In addition, it may reduce BK virus infection. 
	2. Rationale / Background


2.1 Summary of findings from previous clinical and non-clinical projects, relevant to this proposed trial.  Include references to literature and data that are relevant to the trial and that provide background for the trial. List references separately at the end of the protocol.
Kidney transplantation is a definitive treatment for patients with end stage kidney disease, which extend the patient life expectancy and improve quality of life. During the surgery of kidney transplantation, placement of a ureteric stent across ureter-bladder anastomosis has been confirmed beneficial from systematic literature review and meta-analysis as it reduces the urological complications of urine leakage or ureteric stenosis from 6-17.3% to 3 - 7%. On the other hand, placement of a ureteric stent is associated with stent-related complications such as urinary tract infection about 40%, BK virus infection (viremia) 17-20%, stent irritation symptoms, haematuria, stent migration or encrustation and rarely “forgotten stent”. In addition, it requires a procedure of cystoscopy to remove the stent under local anaesthesia with a day hospital admission. It is unknown how long period should a ureteric stent be best kept in situ before it is removed. Most transplant units have a protocol for removal of the ureteric stent between 4-6 weeks after kidney transplantation, ranging from 7 days to 12 weeks. A most recent study has shown that early removal of the stent on day 5 significantly reduced stent-related complications and improved quality of life. It was also observed that early removal of the stent is cost saving as it avoids the procedure of cystoscopy and a day hospital admission. A recent systematic review has shown early removal of ureteric stent may reduce the incidence of urinary tract infection, while it is uncertain if this increases the risk of major urinary tract complications of urine leak or ureter stenosis.  Furthermore, not all transplant surgeons routinely place ureteric stent during kidney transplant. The ureteric stent is only inserted in selected patients when the high risk developing urological complication is suspected. Several studies have identified that placement of ureteric stent is an independent risk factor for BK virus infection, as it is less in recipients without use of ureteric stent (OR 1.5). However, it is unclear if early removal of the stent will reduce the rate of BK virus infection.  Based on our experience in paediatric kidney transplant recipients, there was no adverse event identified by early removal of ureteric stent. A recent study by Patel et al was under power to clarify if early removal of the stent will predispose the risk developing major urinary tract complication.  Therefore, the aims of this study are to investigate whether early removal of the ureteric stent will reduce the rate of urinary tract infection and BK virus infection without increase in major urological complication of urine leak or ureter stenosis. The cost saving will also be calculated from the study.
2.2 Name and description of the intervention or product(s) used in this trial, including investigational product(s) and comparator product/s (if applicable).  Include status of product registration (i.e. registration on Australian Therapeutic Goods Registry, or equivalent).

In the study group, the procedure of kidney transplant will be slightly refined during the ureter-bladder anastomosis. A ureteric stent (6Fr, 12 cm) is placed as routine.  But the tip of the sent is connected to the tip of the urethral catheter by a fine suture string.  As such, the stent will be removed following the string at the time removal of the urethral catheter on day 4-5 post-transplant. In the historical control group, the kidney transplant was performed by a standard procedure. A ureteric stent (6Fr, 12 cm) was placed across the ureter-bladder anastomosis. This stent was removed by cystoscopy under local anaesthesia 4-6 weeks after transplant with a day admission to hospital.  
	3. Trial Aims / Objectives / Hypotheses


3.1 Detailed description of the specific primary and secondary objectives and the purpose of the trial. Describe any hypotheses that will be tested.
The aims of this study are to reduce urinary tract infection and save the cost without increase the major urological complication of urine leak or ureter stenosis. It may reduce BK virus infection.  A refinement is made during the surgery, in which the ureteric stent is connected to the tip of the urethral catheter by a fine suture string during the anastomosis of ureter to bladder. This hypothese is proposed based on our experience in paediatric transpalnt recipients and literature review. 
The primary objectives  are to reduce urinary tract infection and cost saving without increase the risk of urine leak or ureteric stenosis. The secondary objective is to reassure the kidney graft function is not negatively impacted by early removal of the ureteric stent. It may reduce BK virus infection.
	4. Trial Design


The scientific integrity of the trial and the credibility of the trial data depend substantially on the trial design and methodology.
4.1 Primary endpoints and the secondary endpoints, if any, to be measured during the trial and how they will be measured. For further information refer to the TGA “Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95)” 2000.
The decision for measurement of these 3 primary outcomes is based on the literature review and the experience of current clinical practice. In current standard kidney transplantation, a ureteric stent (a plastic tube) is routinely placed across the anastomosis between the ureter and bladder. The stent is then removed by a procedure of cystoscopy under local anaesthesia with a day admission to hospital. This is usually done 4-6 weeks after kidney transplant. With placement of a ureteric stent, the major urinary tract complication of urine leakage and stenosis is ranged from 3-7%. The urinary tract infection was reported about 40%. The BK virus infection (viremia) occurred in about 17-20% of recipients and 7% may develop BK virus nephropathy resulting in kidney graft loss. The risk of infection is known to be associated with the placement of the ureteric stent for a period of time 4-6 weeks after transplant.  Therefore, it is hypothesized that early removal of ureteric stent may reduce the rate of infection and it is also cost saving as it avoids a procedure of cystoscopy and a day admission to hospital. Nevertheless, it is important that early removal of the stent should not increase the risk of major urinary tract complication of urine leak or ureter stenosis. The BK virus infection may be reduced by early removal of the ureteric stent.
Primary endpoints: 
                                Urinary tract infection

                               Cost saving

                               Major urinary tract complication: (urine leakage or ureter stenosis)

Secondary endpoints: Kidney graft function;                        
                                     BK virus infection

 The participants are routinely observed as inpatient immediately after transplant. The ward round is twice a day. The blood test and urine test are routinely done on daily basis during hospital stay (mean 8 days). These tests are regularly repeated during transplant clinic follow up. 
The standard follow up after kidney transplantation has been well established in renal unit. The tests of blood and urine are regularly done for monitoring kidney graft function and infection. The additional blood and urine tests, or imaging of ultrasound may be needed when patient present with clinical symptoms. There is no particular test required for this study. The participants will stay in line with current standard clinical follow up with in renal unit. The data of urinary tract infection, urine leak and ureteric stenosis and BK virus infection are collected and analysed.
Cost calculation:  The cost will be calculated by the business manager of our division by comparing the incidence of cystoscopy and the associated cost of day admission for cystoscopy between the groups that is assessed by data linkage to patient medical records.
4.2 Type (e.g. phase, pilot) and design (e.g. double-blind, placebo-controlled, parallel design) of the trial to be conducted and a schematic diagram of the trial design, procedures and stages (e.g. initial assessment, run-in, pre-randomisation assessment, randomisation, treatment phase, end-of-treatment assessment, washout, cross-over, alternative treatment, post-treatment assessments, trial exit).
The study is designed as a prospective cohort study with a historical control. The flow chart for recruitment of participants is attached. For historical control group, a “PICF-Control Group” will be sent to the potential participants who had already had kidney transplant by a standard procedure over last 2 years. A consent is obtained for enrolment to the study so their data related the kidney transplant will be collected and analysed for comparison between the two groups. 
Sample Size
In order to calculate a clinically significant decrease from 40% to 20% of patients reporting a urinary tract infection following a new surgical kidney transplant technique we require a sample size of 80 patients per group, using a type-I error rate of 0.05, power of 80%. 

Statistical Analysis 
Initially, differences in the proportion of patients with an infection between those undergoing the current and those undergoing the new surgical kidney transplant technique will be assessed using univariate logistic regression on surgical technique. Subsequently, binary logistic regression will be conducted to investigate the relationship between surgical technique as well as potentially confounding variables, such as patient age and sex, on the presence of a urinary tract infection (event=‘Yes’). Odds ratios, 95% confidence intervals and P-values will be calculated.

During the study period, the participants are receiving standard renal care per protocol after kidney transplant. They are remained under the same renal care after the study.

4.3 Measures taken to minimise/avoid bias, including randomisation and blinding.
The study is designed to use historical control group as a comparison.
4.4 Maintenance of any blinding records or randomisation codes and procedures for breaking codes. NA
4.5 Method of tracking implantable medical devices (if applicable).
The ureteric stent is routinely recorded on computer system in theatre when it is used during kidney transplantation and a label is placed on the page of operation record. The stent will be removed on the ward 4 - 5 days post transplantation and it will be recorded in medical progressing note. A correspondence will be made by researcher to personnel who operate computer system in theatre.
4.6 A description of the interventions or investigational product(s).  For drug trials information regarding the dosage and dosage regimen, as well as a description of the dosage form, packaging, dispensing and labelling should be included. 
In the Study Group, there will be a refinement of the procedure for kidney transplant, in which a fine suture string is used to connect the ureteric stent to the tip of the urethral catheter. As a result, the stent can be removed at the time of urethral catheter removal on day 4-5 post-transplant.  In the Historical Control Group, the procedure for kidney transplant was done as current standard. Doppler US will be performed if urine leakage or urinary tract stenosis suspected after ureteric stent removal. Interventional procedure of percutaneous wound drainage or nephrostomy tube insertion may be carried out if the urinary tract obstruction or urine leakage was found on US.  This interventional procedure is under usual clinical practice for dealing with urological complications (urine leak or ureter stenosis) after kidney transplant. 
4.7 Accountability procedures for the investigational product(s) including the placebo(s) and comparator(s) (if applicable). NA
4.8 Expected duration of the trial and participant participation, including a description of the sequence and duration of all techniques or assessments to be performed, including follow-up (e.g. interventions, procedures, measurements, observations, laboratory investigations). Provide a schedule of assessments in a table if possible. 
The participants (80 cases) will be followed up regularly in renal transplant clinic per standard protocol in renal unit. Surgical investigators are available in transplant follow up clinic.   The blood test will be performed prior to each clinic visit and urine microbiology is done accordingly per renal care. The frequency of clinical visits is dependent on the participant’s recovery. After discharge from hospital, the clinical visits will be on alternative day, then twice a week in the following week, then once a week. Each visit is about 15-20 minutes. The further test will be required if there is any complications and treated accordingly. Participants will be followed up for 12 months after transplant for data collection.  But the participants will be followed up regularly by renal team for life lone time after kidney transplant per protocol of current renal practice. The data will be collected in the data sheet in real time with the progressing of participant recovery. After completion of the study, the participants will have continuous standard renal care per transplant protocol in renal unit. 
4.9 Criteria for the termination of the trial. Description of the discontinuation criteria for individual participants, parts of the trial and entire trial. 
During the surgery of kidney transplant, if any increased risk is predicted for urological complications, the ureteric stent will be left in situ for usual time period of 4-6 weeks, then it is removed later by a procedure of cystoscopy per standard practice. The trial may be terminated if major urological complications of urine leak or ureter stenosis are identified increasing above normal range (3 -7%) during the study period.
4.10 The identification of any data to be recorded directly on the Case Report Forms (CRFs) (i.e. no prior written or electronic record of data), and to be considered to be source data. NA.
	5. Source and Selection of Participants


5.1 Source of participants - research population, sample size, source, and sampling frame (if possible, split by site if multicentre trial). 
The participants are recruited from the kidney transplant wait list. Eighty participants will be recruited to the study. The participants will be educated and informed by using PICF. The explanation will be provided by surgical investigators. The written consent will be obtained for enrolment of the study. In addition, the standard surgical consent form will also be obtained prior to surgery on the day of the kidney transplant per hospital policy.  For historical control group, a “PICF-Control Group” will be sent to the potential participants who had already had kidney transplant by a standard procedure over last 2 years (01/06/2016-01/11/2018. Consent will be obtained for enrolment to the study so their data related the kidney transplant can be collected and analysed for comparison between the two groups. The details of data collection are listed in the data sheet as attached for both study group and historical control group. 
5.2 Participant inclusion criteria. Describe appropriate criteria for special risk populations (e.g. women of reproductive age, participants with disease states or organ impairment).
Inclusion criteria:
  Potential recipients on wait list for kidney transplantation
Aged 18 -79 years.

Males or females 

No history of significant urological surgery such as radical bladder removal, urinary diversion or ileal conduit. 

All participants must read the participant information and understand the potential surgical risks and complications of the procedure. 

Participants must be willing to sign informed consent form

Be able to attend renal clinic follow up.

5.3 Participant exclusion criteria. May include conditions that increase the risk to the participant, that interfere with the participants ability to give informed consent or interfere with a participant’s ability to comply.
Potential kidney transplant recipient:
Unwilling or unable to sign informed consent form

Age under 18 years old or over 80 years
  Significant history of urological surgery such as radical bladder removal, urinary diversion or ileal conduit
On anticoagulation therapy (such as warfarin for antiphospholipid syndrome, AF)
5.4 Participant withdrawal criteria (i.e. terminating investigational product/trial treatment) and procedures specifying:

(a) when and how to withdraw participants from the investigational product/trial treatment;
The participant will be excluded in this study at the time of surgery if unable to sign the informed consent or not meeting the criteria for this trial. 

(b) the type and timing of the data to be collected for withdrawn participant(s); NA
(c) whether and how participants are to be replaced; The replacement of a participant will be recruited per protocol. 

(d) the follow-up for participants withdrawn from the investigational product/trial treatment.
The participants will receive the continuous standard renal care per kidney transplant protocol.  
	6. Treatment of Participants


6.1 Description and justification for the treatments, interventions or methods to be utilised (including product name(s), dose(s), dosing schedule(s), route/mode(s) of administration and treatment period(s)) and the follow-up period(s) for participants for each investigational product/trial treatment group/arm of the trial.
The justification for this study is to promote early removal of ureteric stent to improve quality of life, to reduce the rate of infection. It is also cost-effective. This promotion for patient care is unlikely causing any adverse event based on literature review and our own experience in paediatric kidney transplant recipients. If there is any complication such as urine leak or ureter stenosis, the treatment may involve interventional procedure of percutaneous drainage or percutaneous nephrostomy tube insertion, or surgical procedure for reconstruction of urinary tract. This treatment is a standard clinical practice when the urological complication occurs after kidney transplant. The participants will be followed up regularly per kidney transplant protocol.
6.2 The medications/treatments permitted (including rescue medication) and not permitted before and/or during the trial. NA
6.3 The procedures for monitoring participant compliance. 
6.4 The list is established in renal transplant clinic for standard clinic follow up after kidney transplant in renal unit. There is a regularly weekly review at MDT.  Any participants who failed to attend the clinic will be identified and followed up further.

	7. Assessment of Efficacy


7.1 Specification of the efficacy parameters.
This study aims to improve patient care and it is also cost saving.

Calculation of the cost saving is performed on the incidence of cystoscopy and its cost with a day admission between the study group and the historical control group. The incidence of the urinary tract infection, major urological complication of urine leak or ureter stenosis and the incidence of BK virus infection (Viremia) will be statistically analysed to identify the efficacy.
7.2 The methods and timing for assessing, recording, and analysing efficacy parameters.
The cost saving will be calculated by the business manager by comparing the incidence of cystoscopy and the associated cost of day admission for cystoscopy between the groups that is assessed by data linkage to patient medical records.

The primary calculation was conducted by a business manager and the cost for cystoscopy and a day admission per case was $664.95 (details attached below). The details were attached below. Therefore, in study group, each case will save $664.95, about 664.95 X 65= $43,221.75 per year at SCGH.

	ServiceCode
	StartDateTime
	EndDateTime
	Total Cost

	SBH0105-GSUR-6
	30-05-2017 10:11:00 AM
	30-05-2017 05:00:00 PM
	$90.86

	WBH-0105-DPU-6
	30-05-2017 10:11:00 AM
	30-05-2017 05:00:00 PM
	$330.72

	SURGEONTIME-Operation-GSUR
	30-05-2017 03:37:00 PM
	30-05-2017 03:42:00 PM
	$109.79

	Thea-0105-THTR0-Operation
	30-05-2017 03:37:00 PM
	30-05-2017 03:42:00 PM
	$111.23

	Thea-0105-THTR0-Recovery
	30-05-2017 03:49:00 PM
	30-05-2017 04:15:00 PM
	$22.35

	
	
	
	$664.95


The data will be collected in real time with the progressing of the patient recovery. The data will be analysed on yearly basis and at the end of the study by a statistician. 
	8. Assessment of Safety


8.1 Summary of known and potential risks and benefits, if any, to research participants.
The benefits include: 

                 To reduce the rate of urinary tract infection and BK virus infection 

                 To prevent discomfort as a result of early removal 
                 To improve quality of life

                 Cost saving as avoiding an admission for a procedure of cystoscopy
There is minimal risk to develop major urological complication of Urine leak or Ureter stenosis in this study. Under current standard practice it occurs about 3%-7% with placement of the ureteric stent for 4-6 weeks. However, it is unlikely to increase the risk of these complications by early removal of ureteric stent based on our experience with 28 paediatric transplant recipients over almost 10 years. Recent studies in the literature have not shown any evidence of risk of urine leak or ureter stenosis by early removal of the ureteric stent, although the case volume is small.
The criterion for diagnosis of urine leak includes any one of 2 items below; 1. Significant amount of fluid leaking to the wound, the creatinine level in fluid is significantly higher than in blood serum. 2. Tracer leaking out of the urinary tract on renal nuclear scan.
The criterion for diagnosis of ureter stenosis includes elevation in serum creatinine level and the evidence of hydronephrosis and hydroureter on Ultrasound, and/or identification of stenotic segment ureter on pyelogram.
The data will be collected in real time with the progressing of recovery.

8.2 The safety parameters and the methods and timing for assessing, recording, and analysing safety parameters. Include a description of emergency procedures if applicable.
The participants will be observed per standard care on the ward and follow up regularly in clinic after transplant. The participants will be fully educated and informed to present to Emergency Department when urgent medical concern arises such as fever, general unwell, wound pain/discharge and so forth.

If the urine leak occurs, it will be recognised during the period of hospital stay or at follow up clinic, where the patient is reviewed 2-3 times a week at early time post kidney transplantation. Then the management will be made immediately for either interventional procedure of percutaneous drainage or surgical intervention for exploration and reconstruction of the urinary tract.

If the ureter stenosis occurs, the elevation of serum creatinine will be recognised during clinical follow up. The further investigation will be done using Doppler Ultrasound. The management will be made immediately after diagnosis for interventional percutaneous pyelogram to define the site and degree of ureter stenosis. For short segment stenosis, interventional balloon dilatation is usually efficient to correct the stenosis. Surgical intervention for urinary tract reconstruction may be required it there is a long segment of ureteric stenosis. This management is a standard practice in dealing with urological complication after kidney transplant.
8.3 Details of the Data and Safety Monitoring Board, or equivalent. For further information refer to the TGA “Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95)” 2000.
Dr. Doris Chan: MB BS, PhD. FRACP, Renal physician,  a board member for safety monitoring the project. 

The data from the study will be presented to Dr. Chan for review on regular basis 3 monthly during the study.
The data will be stored in a computer system with a password in the locked office in General Surgical Department.
8.4 The procedures for eliciting reports of and for recording and reporting adverse events. Include definitions of adverse events. For further information on adverse events refer to the TGA “The Australian Clinical Trial Handbook” 2006. 
The criteria for report of adverse event:

1. Urine leakage 

2. Ureter stenosis after ureteric stent removed
3. Any other unexpected event (such as Wound infection, kidney graft loss, ICU admission)
8.5 The type and duration of the follow-up of participants after adverse events.
The clinical follow up will be 12 months after adverse events to ensure there is no other consequence from the adverse events.

	9. Data Management, Statistical Analysis and Record Keeping


9.1 Description of the statistical methods to be employed, including timing of any planned interim analysis.
The statistical methods are described below: 

The rate of UTI is used for statistical analysis of sample size as UTI is a common infection after kidney transplantation. The rate of UTI was reported about 40%. It is associated with the placement of urethral catheter and the ureteric stent. Therefore, it is hypothesized that early removal of the ureteric stent is more likely to reduce UTI. 

Sample Size
In order to calculate a clinically significant decrease from 40% to 20% of patients reporting a urinary tract infection following a new surgical kidney transplant technique we require a sample size of 79 patients per group, using a type-I error rate of 0.05, power of 80%. 

Statistical Analysis 
Initially, differences in the proportion of patients with an infection between those undergoing the current and those undergoing the new surgical kidney transplant technique will be assessed using univariate logistic regression on surgical technique. Subsequently, binary logistic regression will be conducted to investigate the relationship between surgical technique as well as potentially confounding variables, such as patient age and sex, on the presence of a urinary tract infection (event=‘Yes’). Odds ratios, 95% confidence intervals and P-values will be calculated. 

The interim analysis is considered annually with the progressing of the study and a final statistical analysis will be done at the end of the study by a statistician. 
9.2 The number of participants planned to be enrolled (if possible, include number at each site).  Document the reason for choice of sample size, including reflections on (or calculations of) the power of the trial and clinical justification.
As stated above, 80 participants will be recruited for the study based on the calculation on the power of the trial. The same data for historical control will be collected retrospectively from 80 kidney transplant recipients who had kidney transplant over last 2 years (01/06/2016-01/11/2018.
9.3 The level of significance to be used.
The Type I error probability associated with this test of this null hypothesis is 0.05. P<0.05 is considered as significant.
9.4 Procedures for reporting any deviation(s) from the original statistical plan (any deviation(s) from the original statistical plan should be described and justified in the protocol and/or in the final report, as appropriate). NA
9.5 The selection of participants to be included in the analyses (e.g. all randomised participants, all dosed participants, all eligible participants, or all evaluable participants).
All participants will be included for analysis.

9.6 Information on how data will be managed, including coding for computer analysis and data handling (collection, storage, maintenance, security and archiving). Include details regarding these processes if the data is sent off-site (e.g. encryption). Clinical trial records should be retained for a minimum of 15 years from the completion of the trial. 
The data will be collected from the medical record and associated hospital electronic record (ISOFT, PACS) on the data sheet as designed for this study by investigators. The patient medical record will be stored per hospital policy and arrangement. The collected data will be stored in a computer with a password in the locked office in the department of general surgery at SCGH. The patient name and MURN will be removed and replaced by a number for storage and statistical analysis. Only investigators are authorised to access the data. Your information will only be used for the purpose of this research project and it will only be disclosed with your permission, except as required by law. Any information obtained for the purpose of this research project that can identify you will be treated as confidential and securely stored.  It will be disclosed only with your permission, or as required by law. It is anticipated that the results of this research project will be published and or presented in a variety of forums. In any publication and/or presentation, information will be provided in such a way that you cannot be identified.  The data will be kept for 15 years after completion of the study.
9.7 Procedure for accounting for missing, unused, and spurious (false) data. NA
	10. Monitoring / Audit


10.1 Statement that the trial investigators/institutions will permit trial-related monitoring, audits, and regulatory inspections, providing direct access to source data/documents. This may include, but not limited to, review by external sponsors, Human Research Ethics Committees and institutional governance review bodies. 
We will follow the protocol for any monitoring to be conducted accordingly.

10.2 Description of the procedures for monitoring and auditing. The clinical trial sponsor may nominate the form of monitoring and auditing and will indicate the times of audit visits.
The annual audit will be conducted to summarise the progress of the study and the incidence of adverse events by analyse the parameters of urinary tract infection, urine leak, ureteric stenosis and cost saving in comparison with historical control
	11. Quality Control and Quality Assurance


11.1 Statement that the trial will be conducted in compliance with the protocol, Good Clinical Practice and the application regulatory requirements.
Yes, the trial will be strictly in compliance with the protocol, Good clinical practice and regulatory requirements.

11.2 Quality control & quality assurance measures to ensure quality of data.
The data will be collected in real time per designed data sheet. Any other episode of the events will be immediately collected on the data form including urinary tract infection, urine leak or ureter stenosis and BK virus infection. The cost saving will be calculated on the annual audit.

	12. Ethics


12.1 Description of ethical considerations related to the trial with particular reference to participant consent (including Participant Information and Consent Forms).
The details of the study will be explained to the candidates. Participation in this study is voluntary. The care will not be affected whether the candidates take part or not take part the study. The informed written consent will be obtained from participants for the enrolment to the study. The details are in the attached Participant information and Consent Forms. 
	13. Budget, Financing, Indemnity and Insurance


13.1 Budget, financing, indemnity and insurance, if not addressed in a separate agreement.
If the participant suffers any complications as a result of this research project, they should contact the study team as soon as possible and they will be assisted with arranging appropriate medical treatment. If the participant is eligible for Medicare, they can receive any medical treatment required to treat the complication, free of charge, as a public patient in any Australian public hospital.
This is a cost saving study aiming to reducing the cost to health care system for kidney transplant recipients. By estimation, one recipient will save about AUD $665.00 instantly as the avoidance of one day hospital admission and a procedure of cystoscopy in theatre. The annual saving for transplant recipients (65 cases) would be about AUD $ 43,221.75 at SCGH. We will apply for fund to support this clinical study should the opportunity arises. 
	14. Publication 


14.1 Publication and dissemination of trial results (including any limitations), if not addressed in a separate agreement. In accordance with the Declaration of Helsinki (2008) every clinical trial must be registered in a publicly accessible database before recruitment of the first participant.
       The study will be conducted in line with the Declaration of Helsinki (2008). The study has been registered with ANZCTR. The results from this study will be presented in the national or international medical conference and the paper from this study will be submitted to the medical journals for publication to share the experience in the field of kidney transplantation around the world.
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Native ureter

INTRODUCTION

* In kidney transplantation, placement of a ureteric stent reduces
incidence of urological complications such as urine leak and
ureter stenosis but it is associated with the risk of infection and
stent related complications.

* The timing for removal of ureteric stent is variable.

» Usually it is removed 4 to 6 weeks post-surgery by cystoscopy.

* In paediatric kidney transplant recipients, removal of the Transplanted ureter
ureteric stent by cystoscopy require a general anaesthetic. with JJ stent

* Aim:

* To review the outcomes of early removal of ureteric stent
simultaneously with removal of the indwelling urethral
catheter on day 5-7 post kidney transplantation in paediatric
recipients.

End of JJ stent
connected to tip of
IDC by suture
string

B

METHODS

» Retrospective review of all cases of paediatric kidney transplantation from Jan 2009 to Dec 2017.
 Technique refinement (Figure): during ureteroneocystostomy, the end of ureteric stent was connected to the
tip of indwelling urethral catheter by a 4/0 PDS suture-string
« Data collection: basic demographics, episodes of urinary tract infection, BK nephropathy, urological
complications and kidney graft function
* Definitions:
« Urinary tract infection: urinary symptoms, positive urine microbiology and requirement of antibiotics
» BK virus infection: evidence of BK viremia and proven on renal biopsy

RESULTS

E\é%géne"e On}e case of
= urinary tract
One distal infection (<3
ureteric stenosis |
— interventional
balloon dilatation

28 cases of Age:
paediatric kidney 2—18 years old

(median 10.5 yrs)

23 males & 5

transplantation females

o 8 preemptive,
23 cases S e i T
transplanted in RIF Jli 2 Haemodialysis,
& 5in LIF 18 peritoneal
dialysis

26 early ureteric
stent removals 2 cases of BK 1 mortality from
nephropathy 4 — cerebral venous

6 months post Tx thrombosis

(2 yr post-Tx)

DISCUSSION

* Early removal of JJ stent on day 5-7 Feasible and safe in
paetiatric recipients

» Benefits: CONCLUSIONS

* Avoid a general anaesthetic for cystoscopy and removal of
the ureteric stent

! Early removal of ureteric stent simultaneously with
» Cost-saving

¢ No incressesin urelgical camplications urinary catheter_ is fea3|ble_ without increasing
+ Reduce incidence of UTI (8.57% vs 9.3%)' and potentially urological complications. It is cost saving and
reduce BK nephropathy (7.14% vs 9.6%)' improves quality of live.

1. Dharnidharka et al. Assessing the value of ureteral stent placement in
REFERENCES pediatric kidney transplant recipients. Transplantation 2008 (85);7: 986-
991
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