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ABSTRACT

Background
Perianal abscesses are treated surgically with incision and drainage. The aim of surgical intervention is thorough drainage of infection without injury to the sphincter apparatus along with prevention of recurrent sepsis and fistula formation. Current management in the UK is variable with little supportive evidence. Continued packing of the abscess cavity in the community is used to allow healing by secondary intention and prevent premature skin closure. Little is known about the natural history of perianal abscesses, the time taken to heal, impact on health related quality of life or the cost of current management. The aim of this study is to assess the practices, outcomes and patient experience associated with the current management of perianal abscess. This data will used to design a trial which will compare packing and non-packing of perianal abscesses.
Methods
This study will be a multi-centre prospective observational feasibility study of patients who have had incision and drainage of a primary perianal abscess. Patients will be recruited from ten surgical centres within the United Kingdom. Clinical management of the perianal abscess will not be altered. Data will be gathered on patient demographics, and operative findings and procedure. Patients will complete questionnaires which will provide information on health related quality of life, pain scores, number of pack changes, visits to or from a healthcare professional, and time to return to work (or normal function). Follow up by both telephone and outpatient visit will enable assessment of healing of the abscess cavity, of significant events such as abscess recurrence and fistula-in-ano formation and further assessment of quality of life. Data including number of eligible of patients and number of patients recruited per centre will be collected in order to assess the feasibility of the clinical trial to compare packing and non-packing of perianal abscess cavities.
Discussion
PPAC study will be the first study conducted by the North West Research Collaborative (NWRC). It aims to gather both naturalistic and epidemiological data on a common surgical condition, about which little is known. This data will enable better design of a clinical trial which will be the first multi-centre randomised trial of sufficient size to challenge the surgical dogma of continued packing of perianal abscess cavities. 
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STUDY SUMMARY
Title:
Packing of Perianal Abscess Cavities (PPAC): a multi-centre observational feasibility study.

Study Objective:
To assess the practices, outcomes and patient experience associated with the current management of perianal abscess. 
Study design:
Prospective observational feasibility study. 
Recruiting cohort:
Adult emergency general surgical admissions.
Follow-up:
Six months.

Endpoints:  
Average pain score and worst daily pain score during the first week after perianal abscess incision and drainage (may also include pain pre/during and after dressing changes).



Occurrence of significant events. To include number of abscess recurrences and number of fistula-in-ano.

Measures of resource utilisation including number of pack changes required and number of visits to or from a healthcare professional during healing of perianal abscess cavity.

Time to healing (defined as complete epithelialisation of abscess cavity) in days and proportion of patients whose abscess has healed at four weeks after incision and drainage of perianal abscess.
Time to return to work/normal function after perianal abscess incision and drainage. 

Health related quality of life (Euro-Qol 5D)
Aspects of trial feasibility including number of eligible patients per hospital and number recruited per hospital, percentage of patients reporting willingness to participate in randomised controlled trial to compare the use of packing and non-packing of peri-anal abscesses and willingness of staff/centres to recruit and follow-up patients.
Patient determined priority of possible outcome measures in the randomised controlled trial.
1
BACKGROUND AND RATIONALE

Perianal abscess is a common surgical condition originating from an infected anal gland [1, 2]. Obstruction of these glands leads to stasis, bacterial overgrowth and ultimately abscesses in the intersphincteric space [2]. These abscesses can track through different anatomical planes, the most common of which is downward extension to the anoderm to present as a perianal abscess. Alternative pathways include extension across the external sphincter into the ischiorectal fossa or superiorly into the supralevator space. Approximately 10% of perianal abscesses are not caused by infected anal glands and may be sequelae of Crohn’s disease, trauma, human immunodeficiency virus (HIV) infection, sexually transmitted diseases, radiation therapy, or foreign bodies [2]. 
The primary treatment of perianal abscesses remains surgical incision and drainage. The aim of surgical intervention is the thorough drainage of infection without injury to the sphincter apparatus along with prevention of recurrence and fistula formation. When the abscess is drained, persistence of the septic foci and epithelialisation of the draining tract may lead to a chronic fistula-in-ano in 20-37% of cases [3-10].
After simple incision and drainage abscess recurrence occurs in 10% of patients [3, 4]. Packing of the abscess cavity to allow healing by secondary intention is thought to prevent premature closure of the skin and thus abscess recurrence. Wound packs are changed in the community until the wound has healed. Alternative approaches to preventing premature skin closure include excising an overlying ellipse of skin, inserting a drainage catheter or a seton [11]. Wound packing is advantageous at the time of abscess drainage in providing haemostasis of the hypervascular abscess cavity. However, there is no evidence in the literature to demonstrate that continued packing of the abscess cavity is superior to non-packing. Anecdotally, pack changes are painful and require ongoing community nursing intervention which incurs NHS costs. In addition this results in patient absence from employment.
There is a paucity of data in the published literature regarding the current management and natural history of uncomplicated perianal abscesses, and little is known about patient experience and perception of current management. 
The role of packing of the abscess cavity has been assessed in a small randomised trial comparing packing with non-packing of the abscess cavity (20 in the packing arm and 23 in the non-packing arm) [12]. This demonstrated similar healing, recurrence and fistula rates between the groups and suggests that perianal abscesses may be managed safely without continued packing of the cavity. However, the numbers recruited in this pilot study were insufficient to give the trial statistical power. Tonkin defined healing as complete epithelialisation of the wound as assessed at two-weekly follow up appointments. Median time to healing was similar between the two groups: 24.5  (range 10-150) days in the packing and 21 (range 8-90) days in the non-packing group (p=0.214). A randomised trial of fistulotomy in perianal abscess also assessed healing times (18 patients treated with incision and drainage only and 20 patients also treated with additional fistulotomy 3days later) [13]. They report median wound healing times of 18 (range 10-53) days and 26 (range 18-40) days after drainage alone versus fistulotomy respectively [13]. This demonstrates homogeneity in healing times between these studies and the median healing time of a perianal abscess wound is between 18 and 26 days.
The North West Research Collaborative (NWRC) is a trainee-led surgical research network within the North West of England. The collaborative has been established to conduct multi-centre studies with the support of Consultants in the region. This prospective observational feasibility study is being conducted with a view to running  a multi-centre randomised controlled trial which will compare the use of packing and non-packing in the treatment of perianal abscesses. The aim of the observational feasibility study is to assess the current standard management, outcomes, resource utilisation, patient experience and some aspects of feasibility of the clinical trial.
2
STUDY OBJECTIVES AND OUTCOME MEASURES
2.1 Study objectives

The objectives of this study are to describe the characteristics, current management and health outcomes of people with perianal abscess and the impact on their lives (the focus is the post-operative perianal abscess cavity), with the aim of addressing the following research questions:
i. What level of pain is experienced after incision and drainage of a perianal abscess?
ii. How often do significant events (such as complete wound healing, abscess recurrence, re-operation and fistula-in-ano) occur in people with a perianal abscess cavity
iii. What treatments do people with a perianal abscess cavity receive?
iv. What is the health-related quality of life (including pain) of people with a perianal abscess cavity?
v. What is the cost of caring for people with a perianal abscess cavity to the NHS?
2.2 Outcome measures
1. Average pain score and worst daily pain score during the first week after perianal abscess incision and drainage (may also include pain pre/during and after dressing changes).
2. Frequency of post-operative fistula-in-ano.
3. Frequency of abscess recurrences.
4. Number of pack changes required during healing of perianal abscess cavity.

5. Number of visits to or from a healthcare professional during healing of perianal abscess cavity.

6. Time to healing (defined as complete epithelialisation of abscess cavity) in days.
7. Time to return to work or normal function after perianal abscess incision and drainage. 
8. Euro-QoL 5D score at various time points
9. Number of eligible patients per hospital and number recruited per hospital.
10. Percentage of patients reporting willingness to participate in randomised controlled trial to compare the use of packing and non-packing of perianal abscesses.
11.  Willingness of staff/centres to recruit and follow-up patients.
12.  Patient determined priority of possible outcome measures in the randomised controlled trial.
This study has been designed to gather data to inform the choice of primary and secondary endpoints for a future clinical trial. It is therefore unnecessary to have a hierarchy of endpoints. 
3
STUDY OUTLINE
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4
STUDY DESIGN AND METHODOLOGY
4.1 Study Design
This is a multi-centre, prospective observational feasibility study. 
The principles of Good Clinical Practice (GCP) have been adhered to.  
4.2 Study Setting
The study will take place in approximately ten general surgical units within the NHS.
4.3 Patient Selection
4.3.1 Eligibility Criteria 
All patients undergoing incision and drainage of primary perianal abscess as an emergency.
4.3.2  
Exclusion Criteria
1. Patient less than 18 years of age.
2. Patients in whom the abscesses are sequelae of concurrent disease or trauma.
3. Patients in whom Fournier's gangrene is suspected.
4. Patients unable to give informed consent.
5. Patients in whom the abscess crosses the midline (horseshoe abscess).
4.3.3 Patient Number
The study aims to recruit at least 100 participants over a six month period. 
4.4 Patient Identification and Consent
The consent process will follow National Research Ethics Service guidelines for obtaining informed consent. Patients who may be eligible for inclusion in the study will be identified by the Consultant Surgeon or a member of his/her team responsible for that patient's care following the incision and drainage procedure but prior to discharge from hospital. If the patient provides assent to the treating clinician that they would like to find out more about the study, they will be approached by a member of the research team (a GCP trained specialty trainees or GCP trained core trainee). These patients will be provided with full verbal and written details of the study (patient information leaflet: appendix). In a face-to-face meeting the research team member will discuss the study and will answer any questions the patient may have about the research. Written consent will be obtained by a member of the research team all of whom will be GCP trained. Clinical management will be as per the Consultant Surgeon and primary care team responsible for that patient's care. This management will not be altered in any way by participation in this study.
4.5 Data Collection Process
4.5.1 Base-line Data Collection
Data will be collected on patient demographics, intra-operative findings and procedure performed. 
4.5.2 Follow-up Data Collection
Postoperatively patients will complete a daily diary of pack changes, visits from or to a health care professional, daily visual analogue pain scores and daily EQ-5D 5L quality of life scores for one week.  Patients will be telephone interviewed at one week post operatively to collate diary data and perform a further EQ-5D 5L Quality of life score. Patients will be further contacted at two weeks and three weeks by telephone to report number of pack changes and complete EQ-5D Quality of life scores. Patients will be reviewed by a surgeon, in the outpatient clinic, at four weeks and eight weeks post operatively, to assess healing (if healed at four weeks the eight week appointment will be a telephone follow up), abscess recurrence rate and return to work (or normal activity). Patients will be reviewed by a surgeon, in the outpatient clinic, at six months post operatively to assess the incidence of fistula-in-ano. At either four week or eight week follow up patients will be asked to complete a short questionnaire consisting of closed and open-ended questions. This will ascertain i) patient hypothetical willingness to participate in the proposed future randomised trial; ii) patient-driven endpoint (such as pain / return to normal activities); and iii) patient preferred method of follow up to maximise complete data collection.
4.5.3 Record-keeping
For each patient a Records Form will be placed in their notes with a copy of their consent form (Appendix A) and patient information sheet (Appendix B) to show their participation in the study
A case records form will be completed by the Principal Investigator, or their nominee, for each patient in the trial and this will be kept in the Site File.  The Site File will contain all case records forms for the patients participating in the trial from that site.  A copy will be kept in the Master File at the Liverpool Cancer Trials. The Study coordinator, the steering committee and the Principal Investigators will be responsible for record keeping.
4.6 Withdrawal criteria
This study is an observational feasibility study and patient management will not differ from standard management other than increased follow-up. Therefore there are few withdrawal criteria. 
1. Consent is withdrawn.
2. The patient is lost to follow up.
If a subject is withdrawn the reason for withdrawal should be recorded in the case report form.  Data collected up to the time of withdrawal will still be used.
4.7 Sample size Estimation
The North West Research Collaborative has recently conducted a study which identified how many perianal abscesses were treated over a six month period at a variety of NHS hospitals across the North West of England. We gathered data from ten hospitals and found the average per hospital was 30. From this data, we feel that a sample size of 100 is achievable over a six month period at between 8 and 10 hospitals. This sample size was also deemed appropriate by the statisticians at the Liverpool Cancer Trials Unit.
4.8 Analysis of Outcomes measures
This study is an observational feasibility study with essentially one study group. Within the cohort all patients will be treated with current standard management. Descriptive statistics including mean and median (including range) healing time, mean and median (range) pain scores and quality of life scores, mean and median (range) number of pack changes and visits to or from a healthcare professional, and mean and median (range) time to return to work will be conducted. Qualitative analysis of the patient reported prioritisation of trial outcome measures will be performed.
4.9 Ethical Approval
Ethical approval has been sought via the Integrated Research Application System (IRAS) from the local regional ethics committee.
5
STUDY ADMINISTRATION

5.1 Governing Committees
The trial will be overseen by two committees: Study Management Group and Study Steering Committee.
5.1.1 Study Management Committee 
This shall consist of:  Six members of North West Research Collaborative.  
The Study Management Committee shall meet at least once every two months.  Responsibility for the administration of the minutes is by the Study Secretary.  Purpose of this group is to manage the day-to-day running of the trial, to identify any problems and to refer these to the Study Steering Committee when appropriate.
5.1.2 Study Steering Committee
This committee will consist of: the Study Management Committee, the Chief Investigator, Principal Investigators for each site (or their nominee), and a statistician.
The Study Steering committee will meet at least every four months.
5.2. Data Management
This is being supported by the North West Surgical Trials Unit (part of Liverpool Cancer Trials Unit). Data will be stored both electronically as a database, and as hard copy versions.
5.2.1 Study Master File (SMF) 
The Chief Investigator is responsible for maintaining the SMF but this may be delegated to the Study Co-ordinator or a member of the study steering committee. This will contain:
· All versions of the protocol, patient information leaflets and consent form
· Ethics: 
· Ethics applications/ submitted documents
· Favourable opinion from ethics committee – main and site – plus any amendments
· Related correspondence/phone calls
· Sponsor:
· Sponsor confirmation - The original sponsor approval letter and any substantial amendment correspondence.
· Standard Operating Procedure (SOP) for data management. This includes how to conduct all data entry for the study and how to handle data queries.  Also contains instructions to sites about local data management (a copy will also be in each Site File).
· Site details: For each site;
· Details of the local investigation team (names, addresses, telephone numbers and email addresses of these people should be kept available and updated). The team should include: Principal Investigator (PI) and any nominees, and the Site Study Coordinator.
· Signed and dated CVs (including evidence of GCP training) for each member of the local team (Principal Investigator and nominees).  This includes any junior doctors helping to administer the study at each site.
· Details of any site visits.
· Recruitment and reporting
· Screening log: This is a log of how many participants were screened in the study. This information includes; date screened, date entered into study, and the reason why they were not entered into study.
· Enrolment lists – keep complete list of initials, DOB and hospital number for each participant with the study number but full details to be kept in the Site Files.  
· Copies of the case records form for each patient
· Study steering committee meeting records/Minutes, recommendations
and correspondence.
.
5.2.2 Site File (SF)
The Principal Investigator at each site is responsible for maintaining the SF but this may be delegated to his/her nominee (GCP trained surgical registrar). This will contain:
· Copy of the consent form (original should be placed in the patient notes)
· Case Report Forms
· Site enrolment log which contains a list of the patient details with their study number
· Standard operating procedure for data management
· Patient information leaflets
· Protocol 
5.3 Study monitoring
The study management group will conduct a monitoring process at two monthly intervals to ensure each site is adhering to the study protocol. Each site will be reviewed by a member of the study steering committee who is not the main researcher at that site, and the outcome discussed at a study steering committee meeting. A checklist of the monitoring process will be kept both in the site file and also the master file. 
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