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                Date and Version No:
   Insert
   Information on Clinical Device Protocol Template
   This protocol template has been designed primarily for Clinical Device
   Trials which are subject to the Medicines for Human use (Clinical
   Trials) Regulations 2004 and Amendment 2006. It has been specifically
   adapted for non-commercially sponsored studies.
   The template is available for use by all investigators who are
   carrying out clinical trials sponsored by the ORH NHS Trust if they so
   wish, however there is no requirement to do so.
   All advisory text and quotations from ICH GCP are highlighted in
   yellow. These should all be deleted before finalising the document.
   All sample text is in ‘basic text’ style. This text of course will be
   altered or deleted as required while you produce the draft.
   Repetition of information throughout the protocol is not necessary; it
   may be useful to cross-reference other sections of the protocol to
   avoid repetition.
   Study Title: insert full title including brief reference to the
   design, disease or condition being studied, and primary objective
   Internal Reference No: This should be assigned by the
   investigator/department (if applicable)
   Ethics Ref: Insert
   Eudract Number: Insert
   Date and Version No: Insert
   Chief Investigator:
   Insert name and contact details
   Investigators:
   Insert names of key collaborators
   Sponsor:
   Oxford Radcliffe Hospitals NHS Trust
   Funder (if applicable):
   Insert details of organisation providing funding
   Signatures:
   The approved protocol should be signed by author(s) and/or person(s)
   authorised to sign the protocol
   Include other relevant information as necessary e.g. name of Contract
   Research Organisation, Medical/Safety Monitor.
   Confidentiality Statement
   This document contains confidential information that must not be
   disclosed to anyone other than the Sponsor, the Investigator Team,
   host NHS Trust (s), regulatory authorities, and members of the
   Research Ethics Committee.
   TABLE OF CONTENTS
   To update table of contents (TOC), hover cursor over the top left hand
   corner until the whole TOC highlights. Press the ‘F9’ button. Choose
   ‘update entire table’.
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   1.AMENDMENT HISTORY
   ===================
   Amendment No.
   Protocol Version No.
   Date issued
   Author(s) of changes
   Details of Changes made
   List details of all protocol amendments here whenever a new version of
   the protocol is produced.
   2.SYNOPSIS
   ==========
   It may be useful to include a synopsis of the study for quick
   reference. Delete or alter as appropriate/required.
   Study Title
   Internal ref. no.
   Type of study
   Pre CE marking or Post Marketing Surveillance
   Trial Design
   Trial Participants
   Planned Sample Size
   Follow-up duration
   Planned Trial Period
   Primary Objective
   Secondary Objectives
   Primary Endpoint
   Secondary Endpoints
   Device Name
   Manufacturer Name
   Principle intended use
   Length of time use the device has been in use.
   3.ABBREVIATIONS
   ===============
   Add or delete as appropriate.
   AE Adverse event
   ADE Adverse Device Effect
   CI Chief Investigator
   CRF Case Report Form
   CRO Contract Research Organisation
   CT Clinical Trials
   CTA Clinical Trials Authorisation
   EC Ethics Committee (see REC)
   GCP Good Clinical Practice
   GP General Practitioner
   ICF Informed Consent Form
   ICH International Conference of Harmonisation
   IEC Independent Ethics Committee
   IRB Independent Review Board
   MHRA Medicines and Healthcare products Regulatory Agency
   NHS National Health Service
   NRES National Research Ethics Service (previously known as COREC)
   PI Principal Investigator
   PIL Participant/ Patient Information Leaflet
   R&D NHS Trust R&D Department
   REC Research Ethics Committee
   SAE Serious Adverse Event
   SADE Serious Adverse Device Effect
   SIL Subject Information Leaflet (see PIL)
   SOP Standard Operating Procedure
   TMF Trial Master File
   TSG Oxford Radcliffe Hospitals Trust / University of Oxford Trials
   Safety
   Group
   UADE Unanticipated Adverse Device Effect
   4.BACKGROUND AND RATIONALE
   ==========================
   Include the following
   Summarise briefly the main characteristics of the disease being
   studied and any possible opportunity for better treatment.
   Name, description and of the Medical Device (s) (may include mechanism
   of action).
   A summary of findings from non-clinical studies (if relevant) that
   potentially have clinical significance and from other clinical trials
   relevant to this trial).
   Summary of the known and potential risks and benefits, if any, to
   human participants.
   Brief description of the intended use for the device and any changes
   that may have been made for the study.
   Description of the population to be studied.
   References to literature and data that are relevant to the trial, and
   that provide background for the trial (reference list will be inserted
   later).
   5.OBJECTIVES
   ============
   There is usually only one primary objective, the rest are secondary
   objectives.
   The wording of the objectives should be clear, unambiguous and as
   specific as possible – the study will be judged on how and how well
   the objectives were satisfied.
   5.1 Primary Objective
   ---------------------
   Example:
   To investigate whether treatment A leads to a greater increase in the
   proportion of participants achieving X than treatment B
   5.2 Secondary Objectives
   ------------------------
   Example
   To assess the safety of treatment A in 
   6.TRIAL DESIGN
   ==============
   6.1 Summary of Trial Design
   Describe the overall study design e.g., double-blind,
   placebo-controlled, parallel design, open labelled. Give the expected
   duration of participant participation, number of visits, and a
   description of the sequence and duration of all trial periods e.g.
   screening period, treatment period, post treatment follow up period,
   and possibly add a flow chart here or as an appendix.
   6.2 Primary and Secondary Endpoints/Outcome Measures
   ----------------------------------------------------
   Describe the end-points/outcome measures and how/when they will be
   measured during the trial.
   Endpoints/outcome measures should reflect the objectives. It is
   important that only one primary endpoint/outcome measure is selected
   as it will be used to decide the overall results or ‘success’ of the
   trial. The primary endpoint/outcome measure should be measurable,
   clinically relevant to participants and widely accepted by the
   scientific and medical community.
   Assessments of endpoints/outcome measures should be described in
   detail in section 6.4.5.
   6.3 Trial Participants
   6.3.1 Overall Description of Trial Participants
   -----------------------------------------------
   Give an overall description of the trial participants.
   Example:
   Participants with > of xyz severity and    symptoms/disease specific criteria>
   6.3.2 Inclusion Criteria
   ------------------------
   Example criteria (amend as appropriate):
     * 
       Participant is willing and able to give informed consent for
       participation in the study.
     * 
       Male or Female, aged 18 years or above.
     * 
       Diagnosed with required disease/severity/symptoms, any specific
       assessment criteria for these), or, if healthy volunteer study: be
       in good health
     * 
       (alter as required) Stable dose of current regular medication
       (specify type if needed) for at least 4 weeks prior to study
       entry. Or (delete one or other), if healthy volunteer study: have
       had no course of medication, whether prescribed or
       over-the-counter, in the four weeks before first study dose and no
       individual doses in the final two weeks other than mild analgesia,
       vitamins and mineral supplements or, for females, oral
       contraceptives.
     * 
       Female participants of child bearing potential and male
       participants whose partner is of child bearing potential must be
       willing to ensure that they or their partner use effective
       contraception during the study and for 3 months thereafter
     * 
       Participants has clinically acceptable laboratory and ECG (specify
       any other additional assessments) within  of
       enrolment.
     * 
       Able (in the Investigators opinion) and willing to comply with all
       study requirements.
     * 
       Willing to allow his or her General Practitioner and consultant,
       if appropriate, to be notified of participation in the study.
     * 
       Additional study specific criteria as required
         3. 
           Exclusion Criteria
   Example criteria (amend as appropriate):
   The participant may not enter the study if ANY of the following apply:
     * 
       Female participants who is pregnant, lactating or planning
       pregnancy during the course of the study.
     * 
       Significant renal or hepatic impairment.
     * 
       Scheduled elective surgery or other procedures requiring general
       anaesthesia during the study.
     * 
       Participant who is terminally ill or is inappropriate for placebo
       medication
     * 
       Any other significant disease or disorder which, in the opinion of
       the Investigator, may either put the participants at risk because
       of participation in the study, or may influence the result of the
       study, or the participant’s ability to participate in the study.
     * 
       Donation of blood during the study. or, if healthy volunteer PK
       study within the past 12 weeks
     * 
       Participants who have participated in another research study
       involving an investigational product in the past 12 weeks
     * 
       Additional study specific criteria as required
       4. 
         Study Procedures
   Describe all study procedures and assessments in detail. Add visit
   numbers as appropriate. Add schedule of procedures as an appendix if
   appropriate.
   6.4.1 Informed Consent
   You need to specify who will take informed consent, how and when it
   will be taken. Informed consent should be obtained prior to any study
   related procedures being undertaken.
   Example:
   The participant must personally sign and date the latest approved
   version of the informed consent form before any study specific
   procedures are performed.
   Written and verbal versions of the participant information and
   Informed consent will be presented to the participants detailing no
   less than: the exact nature of the study; the implications and
   constraints of the protocol; the known side effects and any risks
   involved in taking part. It will be clearly stated that the
   participant is free to withdraw from the study at any time for any
   reason without prejudice to future care, and with no obligation to
   give the reason for withdrawal.
   The participant will be allowed as much time as wished to consider the
   information, and the opportunity to question the Investigator, their
   GP or other independent parties to decide whether they will
   participate in the study. Written Informed Consent will then be
   obtained by means of participant dated signature and dated signature
   of the person who presented and obtained the informed consent. The
   person who obtained the consent must be suitably qualified and
   experienced, and have been authorised to do so by the Chief/Principal
   Investigator. A copy of the signed Informed Consent will be given to
   the participants. The original signed form will be retained at the
   study site.
   *can be substituted parent/guardian or legally authorised
   representative, as appropriate, make sure that the term is consistent
   throughout the document
   6.4.2 Screening and Eligibility Assessment
   Describe how potential participants will be identified, approached,
   screened and recruited.
   If applicable, specify pre-screening procedures.
   What is the maximum duration allowed between screening and
   randomisation?
   Specify the recruitment procedures e.g. referral by GPs, screening
   medical notes, using advertisements.
   Describe the screening procedures in detail.
   These are some of the headings and texts you may want to include.
   Alter or add as necessary:
   Demographics
   The date of birth, gender, race, smoking and drinking habits (add as
   required)… will be recorded.
   Medical History
   Details of any history of disease or surgical interventions in the
   following systems will be recorded:
   Provide details as appropriate.
   Concomitant Medication
   All over-the-counter or prescription medication, vitamins, and/or
   herbal supplements will be recorded on CRFs. Describe what information
   will be recorded.
   Physical Examination
   Height, weight and oral temperature will be recorded.
   Resting pulse and blood pressure (BP) measurements will be measured
   after the participant has sat for at least five minutes.
   Provide details as appropriate.
   ECG Test
   A 12-lead ECG will be taken for each participant. At least the
   following ECG parameters will be recorded: heart rate (HR), PR, QT and
   QRS intervals and QTC. The report will be signed by the Investigator
   who will record in the CRF whether it is normal, abnormal but not
   clinically significant, or abnormal AND clinically significant. In the
   latter case the eligibility of the participants will be reviewed.
   Laboratory Tests
   Describe any laboratory tests e.g. biochemistry, urinalysis and
   pregnancy tests.
   Sample text:
   All laboratory results will be reviewed and the reports signed by the
   Investigator who will record in the CRF whether they are normal,
   abnormal but not clinically significant, or abnormal AND clinically
   significant. In the latter case the eligibility of the participants
   will be reviewed.
   6.4.3 Baseline Assessments
   Specify and describe all baseline assessments e.g. baseline quality of
   life score, pain score. They should reflect the objectives and
   endpoints.
   6.4.4 Randomisation and Codebreaking (if applicable)
   Describe how randomisation is going to be carried out, and who will
   provide the randomisation codes. Will randomisation be done at the
   same visit as the baseline visit, or must participants return for a
   randomisation visit? Will there be a run in period?
   Who will design the randomisation schedule (statistician, CRO), and
   who will hold it (Pharmacy, independent organisation).
   If the clinical condition of a participant necessitates breaking the
   code, who will do this and how? Will individual envelopes per
   participant per period be supplied so that the code may be broken for
   a single participant without unblinding the whole study? Or will the
   pharmacist access the randomisation schedule if required by the
   Investigator and supply the needed information?
   State that if randomisation of a participant is unblinded during the
   study then data for that participants will not be admitted to
   analysis.
   Example
   Subject numbers will be assigned sequentially as each subject enters
   the study. The subjects will be assigned study drug through a
   randomisation schedule based on the randomisation plan. The study drug
   will be labelled with the study number and unique identification
   number. The two treatments x and y will be indistinguishable. In the
   event of an emergency, the investigator is to decide the necessity of
   unblinding the subject’s treatment assignment. The blinded treatment
   assignments will be accessible to the investigator should a subject
   need to be unblinded in an emergency using the unblinding envelopes
   provided to the hospital pharmacy and X Toxicology Service. If
   unblinding occurs, the investigator or study pharmacist must record
   the reason for unblinding, as well as the date and time of the event.
   Corresponding information will be recorded on the CRF by the
   investigator.
   or
   A contract research organisation will be commissioned to implement the
   randomisation process and provide the medication packs. Both the study
   drug X and placebo will be formulated and supplied in identical
   capsules sealed in identical medication packs. The allocation to
   placebo/X will be randomly assigned and the medication packs will be
   consecutively numbered with the trial PIN. Sealed randomisation
   envelopes will be kept unopened and in a secure place by the pharmacy
   at the John Radcliffe Hospital and the Investigators. The medication
   packs will be kept in the John Radcliffe Hospital pharmacy which will
   dispense them to trial participants. Participants will be enrolled and
   assigned a PIN consecutively, and issued with the medication pack
   corresponding to the PIN. Both trial participants and investigators
   will be blinded to the nature of the study medication dispensed and
   all image and spectroscopic analysis will be conducted while blinded
   to study treatment. Once all collected data has been analysed, the
   randomisation code will be broken by the study investigators and the
   medication data entered into the analysis. Should urgent un-blinding
   of a trial participant’s medication be required (when requested by a
   clinician treating the participant), this will be provided by the
   pharmacy at the John Radcliffe Hospital. This is normally a
   working-hours service, but in exceptional circumstances could operate
   at any time. The trial investigators have reviewed the clinical safety
   of the study and do not feel that a 24-hour un-blinding service would
   be required for the appropriate treatment of participants, either
   within the John Radcliffe Hospital or elsewhere
   6.4.5 Subsequent assessments
   Specify when participants will be followed up and what assessments
   will be conducted. Specify if they are clinic visits, telephone
   assessments, or home visits by the study staff. Add visit numbers and
   window periods if applicable.
   For each visit, consider inclusion of:
     * 
       eligibility check
     * 
       assessment of endpoints/outcome measures
     * 
       assessments of safety including general (e.g. physical
       examination), specific safety assessments (e.g. specific
       laboratory tests according to the applicable product information
       and/or population) and adverse event collection
     * 
       recording of concomitant medications (see section 7.5 for details)
   Provide a detailed description of each of the assessments above, if
   not covered anywhere else in the protocol.
   6.5 Definition of End of Trial
   ------------------------------
   The definition of end of trial must be provided. In most cases the end
   of trial will be the date of the last visit of the last participant.
   Any exceptions should be justified.
   Example:
   The end of trial is the date of the last visit/ telephone follow up/
   home visit of the last participant.
   6.6 Discontinuation/ Withdrawal of Participants from Study Treatment
   --------------------------------------------------------------------
   Example:
   Each participant has the right to withdraw study at any time. In
   addition, the investigator may discontinue a participant from the
   study at any time if the investigator considers it necessary for any
   reason including:
   delete/add as appropriate
     * 
       Pregnancy
     * 
       Ineligibility (either arising during the study or retrospective
       having been overlooked at screening)
     * 
       Significant protocol deviation
     * 
       Significant non-compliance with treatment regimen or study
       requirements
     * 
       An adverse event which requires discontinuation of the study
       medication or results in inability to continue to comply with
       study procedures
     * 
       Disease progression which requires discontinuation of the study
       medication or results in inability to continue to comply with
       study procedures
     * 
       Consent withdrawn
     * 
       Lost to follow up
   Specify any procedures and observations that will continue to be
   required until the end of the study even if the treatment has been
   withdrawn. Why will this be necessary?
   State if withdrawal from the study will result in exclusion of the
   data for that participants from analysis. (Intention-to-treat analyses
   and analysis of all participants receiving the study medication (e.g.,
   most safety analyses) may require admission of data to analysis
   participants that are withdrawn)
   In a healthy volunteer study state whether or not withdrawn
   participants will be replaced.
   The reason for withdrawal will be recorded in the CRF.
   If the participant is withdrawn due to an adverse event, the
   investigator will arrange for follow-up visits or telephone calls
   until the adverse event has resolved or stabilised.
   6.7 Source Data
   ---------------
   Define what will comprise source documents
   Example:
   Source documents are original documents, data, and records from which
   participants’ CRF data are obtained. These include, but are not
   limited to, hospital records (from which medical history and previous
   and concurrent medication may be summarised into the CRF), clinical
   and office charts, laboratory and pharmacy records, diaries,
   microfiches, radiographs, and correspondence.
   CRF entries will be considered source data if the CRF is the site of
   the original recording (e.g., there is no other written or electronic
   record of data). In this study the CRF will be used as the source
   document for …>
   All documents will be stored safely in confidential conditions. On all
   study-specific documents, other than the signed consent, the
   participant will be referred to by the study participant number/code,
   not by name.
   7.TREATMENT OF TRIAL PARTICIPANTS
   =================================
   7.1 Description of Study Intervention(s)
   ----------------------------------------
   Describe the study interventions, including the device and any other
   interventions/treatments
   7.2 Maintenance and storage of device
   -------------------------------------
   Describe the storage arrangements and any required storage conditions,
   for the device. If applicable describe how the device is
   cleaned/re-sterilised. Describe any maintenance issues for the device.
   7.3 Concomitant Medication (if applicable)
   ------------------------------------------
   If the device is one that delivers a medication or if changes to
   patient’s medication result from participation in the study or would
   affect any study data then this section should be included.
   Example:
   Throughout the study Investigators may prescribe any concomitant
   medications or treatments deemed necessary to provide adequate
   supportive care except for those listed in the exclusion criteria. If
   these are required, the participant will be withdrawn.
   Any medication, other than the study medication taken during the study
   will be recorded in the CRF.
   List any contraindicated medications and check that they correspond
   with the exclusion and withdrawal criteria.
   8.SAFETY reporting
   ==================
   8.1 Definitions
   ---------------
   8.1.1 Adverse Event (AE):
   An AE or adverse event is:
   Any untoward medical occurrence in a patient or other clinical
   investigation participant taking part in a trial of a medical device,
   which does not necessarily have to have a causal relationship with the
   device under investigation.
   An AE can therefore be any unfavourable and unintended sign (including
   an abnormal laboratory finding), symptom or disease temporally
   associated with the use of the device, whether or not considered
   related to the device.
   8.1.2: Adverse Device Effect (ADE)
   All untoward and unintended responses to a the medical device.
   The phrase "responses to a medical device" means that a causal
   relationship between the device under investigation and an AE is at
   least a reasonable possibility, i.e., the relationship cannot be ruled
   out.
   All cases judged by either the reporting medically qualified
   professional or the sponsor as having a reasonable suspected causal
   relationship to the device qualifies as a device effect.
   This also includes any event resulting from insufficiencies or
   inadequacies in the instruction for use or deployment of the device
   and includes any event that is a result of a user error.
   8.1.3: Serious Adverse Event (SAE):
   SAE is an adverse event that
     * 
       Led to death
     * 
       Led to fetal distress, fetal death or congenital abnormality or
       birth defect.
     * 
       Led to serious deterioration in the health of the subject that
         * 
           Resulted in a life-threatening illness or injury
           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.
         * 
           Resulted in a permanent impairment of a body structure or a
           body function
         * 
           Required in-patient hospitalisation or prolongation of
           existing hospitalisation
         * 
           Resulted in medical or surgical intervention to prevent
           permanent impairment to a body structure or a body function
         * 
           Other important medical events*
           *Other events that may not result in death, are not life
           threatening, or do not require hospitalisation, may be
           considered a serious adverse event when, based upon
           appropriate medical judgement, the event may jeopardise the
           patient and may require medical or surgical intervention to
           prevent one of the outcomes listed above
   To ensure no confusion or misunderstanding of the difference between
   the terms "serious" and "severe", which are not synonymous, the
   following note of clarification is provided:
   The term "severe" is often used to describe the intensity (severity)
   of a specific event (as in mild, moderate, or severe myocardial
   infarction); the event itself, however, may be of relatively minor
   medical significance (such as severe headache). This is not the same
   as "serious," which is based on patient/event outcome or action
   criteria usually associated with events that pose a threat to a
   participant's life or functioning. Seriousness (not severity) serves
   as a guide for defining regulatory reporting obligations.
   8.1.4: Serious Adverse Device Effects (SADE):
   A serious adverse device effect (SADE) is any untoward medical
   occurrence seen in a patient that can be attributed wholly or partly
   to the device which resulted in any of the characteristics or led to a
   characteristics of a Serious adverse event.
   SADE is also any event that may have led to these consequences if
   suitable action had not been taken or intervention had not been made
   or if circumstances has been less opportune.
   All cases judged by either the reporting medically qualified
   professional or the sponsor.
   8.1.5: Unanticipated Adverse Device Effect (UADE):
   Any serious adverse device effect on health or safety or any
   life-threatening problem or death caused by, or associated with a
   device, if that effect, problem, or death was not previously
   identified in nature, severity or degree of incidence in the
   investigational plan or application (including a supplementary plan or
   application), or any other unanticipated serious problem associated
   with a device that related to the rights, safety or welfare of the
   subject.
   8.2 Reporting of AE
   -------------------
   All AE’s occurring during the study observed by the investigator or
   reported by the participant, whether or not attributed to the device
   under investigation will be recorded on the CRF as specified in the
   protocol. All ADE’s will be recorded in the CRF.
   The following information will be recorded: description, date of onset
   and end date, severity, assessment of relatedness to device, other
   suspect drug or device and action taken. Follow-up information should
   be provided as necessary.
   The relationship of AEs to the device will be assessed by a medically
   qualified investigator or the sponsor/manufacturer and will be
   followed up until resolution or the event is considered stable.
   All ADE that result in a participant’s withdrawal from the study or
   are present at the end of the study, should be followed up until a
   satisfactory resolution occurs.
   Where relevant, any pregnancy occurring during the clinical study and
   the outcome of the pregnancy, should be recorded and followed up for
   congenital abnormality or birth defect.
   8.3 Reporting Procedures for All SAEs/ SADEs/ UADEs
   ---------------------------------------------------
   (Please delete the section which is not relevant for your study)
   For Non CE marked device trial: All SAE/SADE/UADEs need to be reported
   to the sponsor/legal representative and manufacture and ORH R&D
   immediately; regardless of relationship to the device.
   For studies of CE marked devices: All SAE/SADE/UADEs need to be
   reported to the sponsor/legal representative and manufacture and ORH
   R&D within one working day of the investigator team becoming aware of
   them.
   Reports of related and unexpected SAEs should be submitted to ethics
   within 15 days of the Chief Investigator becoming aware of the event,
   using the SAE report form for non-CTIMPs published on the NRES
   website.
   All reporting to ORH R&D should be by fax (01865 222648) giving as
   much information about the incident as possible, and should be signed
   by the PI or Co-investigator. The ORH SADE reporting form should be
   used for ORH sponsored studies.
   The ORH R&D Department will undertake an initial review of the
   information and ensure it is reviewed by the ORH/University of Oxford
   Trial Safety Group Medical Monitor. Events will be followed up until
   resolution, any appropriate further information will be sent by the
   research team in a timely manner.
   Reporting to the MHRA will be done in liaison with the Chief
   Investigator and the Manufacturer.
   The Manufacturer has a legal obligation to report all events that need
   to be reported to the Nominated Competent Authority immediately
   (without any unjustifiable delay) after a link is established between
   the event and the device, but no more than:
     * 
       2 days following the awareness of the event for Serious Public
       Health Threat.
     * 
       10 days following awareness of the event for Death or
       unanticipated serious deterioration in health.
     * 
       30 days following the awareness of the event for all other event
       meeting the SAE criteria.
   8.4: Annual Reports
   -------------------
   In addition to the above reporting the Chief Investigator will submit
   once a year, throughout the trial, or on request a progress/safety
   report to the REC and R&D.
   9.STATISTICS
   ============
   Where possible the statistician should write this section.
   The sub-headings given below are suggestions. However, if a
   Statistical Analysis Plan is to be produced separately, state this
   here and condense the most relevant information from the sub sections
   here
   9.1 Description of Statistical Methods
   --------------------------------------
   Describe the statistical methods to be employed, including timing of
   any planned interim analysis(es).
   9.2 The Number of Participants
   ------------------------------
   State the approximate number of participants required to complete
   (commence). Justify choice of sample size, including reflections on
   (or calculations of) the power of the trial and clinical
   justification.
   9.3 The Level of Statistical Significance
   -----------------------------------------
   State the level of significance to be used.
   9.4 Criteria for the Termination of the Trial.
   ----------------------------------------------
   Describe
   9.5 Procedure for Accounting for Missing, Unused, and Spurious Data.
   --------------------------------------------------------------------
   Describe
   9.6 Procedures for Reporting any Deviation(s) from the Original
   Statistical Plan
   ---------------------------------------------------------------
   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 protocol and/or in the final
   report, as appropriate).
   9.7 Inclusion in Analysis
   -------------------------
   The selection of participants to be included in the analyses (e.g.,
   all randomised participants, all dosed participants, all eligible
   participants, evaluable participants). Trial Administration
   10.Direct Access to Source Data/Documents
   =========================================
   Consider/alter following text.
   Direct access will be granted to authorised representatives from the
   sponsor, host institution and the regulatory authorities to permit
   trial-related monitoring, audits and inspections.
   11.Quality Control and Quality Assurance Procedures
   ===================================================
   Describe any such to be undertaken. Example text:
   The study will be conducted in accordance with the current approved
   protocol, ICH GCP, relevant regulations and standard operating
   procedures.
   Describe arrangements for GCP monitoring. Example text:
   Regular monitoring will be performed according to ICH GCP. Data will
   be evaluated for compliance with the protocol and accuracy in relation
   to source documents. Following written standard operating procedures,
   the monitors will verify that the clinical trial is conducted and data
   are generated, documented and reported in compliance with the
   protocol, GCP and the applicable regulatory requirements.
   If there is an Independent Data Monitoring Committee and/or Trial
   Steering Committee or equivalent, describe the role(s), frequency of
   meetings and composition of the committee here.
   12.Ethics
   =========
   Describe ethical considerations relating to the trial. Include general
   and study specific ethical considerations.
   Sample text
   12.1 Declaration of Helsinki
   ----------------------------
   The Investigator will ensure that this study is conducted in
   accordance with the principles of the Declaration of Helsinki.
   12.2 ICH Guidelines for Good Clinical Practice
   ----------------------------------------------
   The Investigator will ensure that this study is conducted in full
   conformity with relevant regulations and with the ICH Guidelines for
   Good Clinical Practice (CPMP/ICH/135/95) July 1996.
   12.3 Approvals
   --------------
   Consider the following text:
   The protocol, informed consent form, participant information sheet and
   any proposed advertising material will be submitted to an appropriate
   Research Ethics Committee (REC), regulatory authorities (MHRA in the
   UK), and host institution(s) for written approval.
   The Investigator will submit and, where necessary, obtain approval
   from the above parties for all substantial amendments to the original
   approved documents.
   12.4 Participant Confidentiality
   --------------------------------
   The trial staff will ensure that the participants’ anonymity is
   maintained. The participants will be identified only by initials and a
   participants ID number on the CRF and any electronic database. All
   documents will be stored securely and only accessible by trial staff
   and authorised personnel. The study will comply with the Data
   Protection Act 1998 which requires data to be anonymised as soon as it
   is practical to do so.
   12.5 Other Ethical Considerations
   Include any other ethical considerations specific to the study e.g.
   use of placebo, involvement of vulnerable participants.
   13.Data Handling and Record Keeping
   ===================================
   Describe method of data entry/management
   Example:
   All study data will be entered on a    procedure>>. Note that ICH GCP (Section 5.5) requires that electronic
   data entry systems are validated and that Standard Operating
   Procedures are maintained.
   The participants will be identified by a study specific participants
   number and/or code in any database. The name and any other identifying
   detail will NOT be included in any study data electronic file.
   14.Financing and Insurance
   ==========================
   Describe the study funding, including source and amount of funding
   secured and /or applied for.
   Describe all applicable insurance arrangements and manufacturer’s
   product liability
   For ORH sponsored studies the following wording should be included for
   NHS indemnity
   NHS bodies are legally liable for the negligent acts and omissions of
   their employees. If you are harmed whilst taking part in a clinical
   trial as a result of negligence on the part of a member of the study
   team this liability cover would apply.
   Non-negligent harm is not covered by the NHS indemnity scheme. The
   Oxford Radcliffe NHS Trust, therefore, cannot agree in advance to pay
   compensation in these circumstances. In exceptional circumstances an
   ex-gratia payment may be offered.
   15.Publication Policy
   =====================
   The publication policy should cover authorship, acknowledgements, and
   review procedures for scientific publications. If there is a
   department or institution policy, or agreement, the protocol can refer
   to it.
   16.REFERENCES
   =============
   Insert references used in text.
   17.Appendix a: study flow charT
   ===============================
   Optional
   18.APPENDIX B: SCHEDULE OF PROCEDURES
   =====================================
   Optional Alter as required, delete if not wanted
   Procedures
   Visits (insert visit numbers as appropriate)
   Screening
   Baseline
   Informed consent
   Demographics
   Medical history
   Concomitant medications
   Physical examination
   ECG
   Laboratory tests
   Eligibility assessment
   Randomisation
   Dispensing of study drugs
   Compliance
   Assessment 1 (describe)
   Assessment 2 (describe)
   Assessment 3 (describe)
   Assessment 4 (describe)
   Adverse event assessments
   CONFIDENTIAL
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