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[bookmark: _Toc405810051][bookmark: _Toc405810823][bookmark: _Toc406948379][bookmark: _Toc406948712][bookmark: _Toc407096520][bookmark: _Toc407096830]PURPOSE
This standard operating procedure (SOP) describes the process for the writing and development of protocols and their amendments (hereafter referred to as ‘protocols’), in accordance with Good Clinical Practice (GCP).  This SOP is relevant for the development of a protocol for any clinical trial. 
A protocol describes the objective(s), design, methodology, statistical considerations, and organization of a trial.  The protocol gives the background and rationale for the trial, but these could be provided in other protocol referenced documents.  Throughout GCP Guidance, the term protocol refers to protocol and protocol amendments
[bookmark: _Toc405810052][bookmark: _Toc405810824][bookmark: _Toc406948380][bookmark: _Toc406948713][bookmark: _Toc407096521][bookmark: _Toc407096831]SCOPE
This SOP is applicable to all sponsors who are responsible for writing a protocol and/or protocol amendment(s) for clinical trials.
[bookmark: _Toc405810053][bookmark: _Toc405810825][bookmark: _Toc406948381][bookmark: _Toc406948714][bookmark: _Toc407096522][bookmark: _Toc407096832]REFERENCES
Australian Code for the Responsible Conduct of Research. Australian National Health and Medical Research Council (NHMRC) 2007.
Declaration of Helsinki (as adopted by the NHMRC).  
ICH E6: Guideline for Good Clinical Practice (adopted in Australia under CPMP/ICH/135/95).
NHMRC National Statement on Ethical Conduct in Human Research (2007)- Updated March 2014.
[bookmark: _Hlk19534706][bookmark: _Hlk19535069]INTEGRATED ADDENDUM TO ICH E6(R1): GUIDELINE FOR GOOD CLINICAL PRACTICE E6(R2) Current Step 4 version dated 9 November 2016
[bookmark: _Toc405810054][bookmark: _Toc405810826][bookmark: _Toc406948382][bookmark: _Toc406948715][bookmark: _Toc407096523][bookmark: _Toc407096833]DEFINITIONS
Author: lndividual(s) appointed to write a document.
Contributors: Investigators or consultants who contribute their expertise to the development of a document.
Investigational Product (IP): includes any investigational medicine, medical device, complementary medicine, comparator/s or placebo that is to be used during the clinical trial.  This also includes all previously stated products if they have a marketing authorisation, when used or assembled in a way different from the approved form or different from the approved indication.
Investigator: A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the investigator with overall responsibility for the conduct of a study at one or more sites.
Protocol Amendment: A written description of a change(s) to or formal clarification of a protocol.
Reviewer: Individual, with appropriate experience and/or qualification, appointed to perform a technical and regulatory peer review of a document.
Sponsor: An individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial.
· Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical trial and under whose immediate direction the IP is administered to, dispensed, to or used by a subject.  The term does not include any person other than an individual (e.g. it does not include a corporation or agency).  The obligations of a sponsor-investigator include both those of a sponsor and of an investigator.
[bookmark: _Toc405810055][bookmark: _Toc405810827][bookmark: _Toc405810056][bookmark: _Toc405810828][bookmark: _Toc406948383][bookmark: _Toc406948716][bookmark: _Toc407096524][bookmark: _Toc407096834]APPENDICES
Appendix A- Protocol Template
Appendix B- Protocol Review Form
Appendix C- Summary of Protocol Changes Template
[bookmark: _Toc405810057][bookmark: _Toc405810829][bookmark: _Toc406948384][bookmark: _Toc406948717][bookmark: _Toc407096525][bookmark: _Toc407096835]PROCEDURE
[bookmark: _Toc405810058][bookmark: _Toc405810830][bookmark: _Toc405810059][bookmark: _Toc405810831][bookmark: _Toc405810060][bookmark: _Toc405810832][bookmark: _Toc405810061][bookmark: _Toc405810833][bookmark: _Toc405810062][bookmark: _Toc405810834][bookmark: _Toc405810063][bookmark: _Toc405810835][bookmark: _Toc406948385][bookmark: _Toc406948718][bookmark: _Toc407096526][bookmark: _Toc407096836]Preparation of the protocol
[bookmark: _Toc405810064][bookmark: _Toc405810836][bookmark: _Toc406948386][bookmark: _Toc406948719][bookmark: _Toc407096527][bookmark: _Toc407096837]The sponsor may delegate responsibility to an author to develop the protocol, and a reviewer to perform a technical and regulatory peer review.  
[bookmark: _Toc405810065][bookmark: _Toc405810837][bookmark: _Toc406948387][bookmark: _Toc406948720][bookmark: _Toc407096528][bookmark: _Toc407096838]The author will consult with contributors such as statisticians, researchers and co-investigators, to contribute to the protocol as required.
[bookmark: _Toc405810066][bookmark: _Toc405810838][bookmark: _Toc406948388][bookmark: _Toc406948721][bookmark: _Toc407096529][bookmark: _Toc407096839]The protocol will be developed according to relevant regulatory and therapeutic guidance(s) from applicable regulatory authorities, literature searches and other resources.
[bookmark: _Toc405810067][bookmark: _Toc405810839][bookmark: _Toc405810068][bookmark: _Toc405810840][bookmark: _Toc406948389][bookmark: _Toc406948722][bookmark: _Toc407096530][bookmark: _Toc407096840]The author will format the protocol using the applicable sections of the protocol template (Appendix A).  This template is compliant with CPMP/ICH/135/95 and electronic common technical dossier (eCTD) requirements and will be utilised to ensure that the protocol has proper content and formatting
[bookmark: _Toc405810069][bookmark: _Toc405810841][bookmark: _Toc406948390][bookmark: _Toc406948723][bookmark: _Toc407096531][bookmark: _Toc407096841][bookmark: _Toc403056642]The author will ensure that there is version control on every draft of the protocol. The footer of every page of each draft should clearly identify the date and draft version (see Appendix A). 
[bookmark: _Toc405810070][bookmark: _Toc405810842][bookmark: _Toc406948391][bookmark: _Toc406948724][bookmark: _Toc407096532][bookmark: _Toc407096842]The author will prepare the protocol review form (Appendix B). 
[bookmark: _Toc405810071][bookmark: _Toc405810843][bookmark: _Toc406948392][bookmark: _Toc406948725][bookmark: _Toc407096533][bookmark: _Toc407096843]The author will distribute the draft protocol and protocol review form for review to all contributors, as required, and collate all feedback and finalise the draft protocol. The reviewer will perform a technical and regulatory peer review of the draft protocol.
[bookmark: _Toc405810072][bookmark: _Toc405810844][bookmark: _Toc406948393][bookmark: _Toc406948726][bookmark: _Toc407096534][bookmark: _Toc407096844]The author will then initiate the final protocol version signature process and obtain the relevant responsible party signatures in the protocol signature page.
[bookmark: _Toc405810073][bookmark: _Toc405810845][bookmark: _Toc406948394][bookmark: _Toc406948727][bookmark: _Toc407096535][bookmark: _Toc407096845]Upon receipt of the signed version of the protocol, the protocol will be considered final and ready for submission to the relevant Human Research Ethics Committee (HREC) for review and approval.
[bookmark: _Toc405810074][bookmark: _Toc405810846][bookmark: _Toc405810075][bookmark: _Toc405810847][bookmark: _Toc405810076][bookmark: _Toc405810848][bookmark: _Toc405810077][bookmark: _Toc405810849][bookmark: _Toc405810078][bookmark: _Toc405810850][bookmark: _Toc405810079][bookmark: _Toc405810851][bookmark: _Toc405810080][bookmark: _Toc405810852][bookmark: _Toc405810081][bookmark: _Toc405810853][bookmark: _Toc405810082][bookmark: _Toc405810854][bookmark: _Toc405810083][bookmark: _Toc405810855][bookmark: _Toc405810084][bookmark: _Toc405810856][bookmark: _Toc405810085][bookmark: _Toc405810857][bookmark: _Toc405810086][bookmark: _Toc405810858][bookmark: _Toc406948395][bookmark: _Toc406948728][bookmark: _Toc407096536][bookmark: _Toc407096846]Protocol amendments
[bookmark: _Toc405810087][bookmark: _Toc405810859][bookmark: _Toc406948396][bookmark: _Toc406948729][bookmark: _Toc407096537][bookmark: _Toc407096847]Generation of a protocol amendment is only necessary after the final protocol has been signed off by the required signatories on the protocol signature page.  Protocol amendments may need to be submitted to a regulatory authority and/or ethics committee for approval, once the originally submitted protocol has been approved.  The requirements will vary by jurisdiction and should be confirmed prior to commencing the protocol amendment. 
[bookmark: _Toc405810088][bookmark: _Toc405810860][bookmark: _Toc406948397][bookmark: _Toc406948730][bookmark: _Toc407096538][bookmark: _Toc407096848]A protocol amendment cannot be implemented until approved by the HREC unless the change involves subject safety or is a minor administrative change e.g. new contact details.
[bookmark: _Toc405810089][bookmark: _Toc405810861][bookmark: _Toc406948398][bookmark: _Toc406948731][bookmark: _Toc407096539][bookmark: _Toc407096849]The author will prepare the draft amendment as per section 6.1.  Each protocol amendment should be generated as a separate document that is independent of the final protocol or other protocol amendments.  One protocol amendment can include several changes to the protocol.
[bookmark: _Toc405810090][bookmark: _Toc405810862][bookmark: _Toc405810091][bookmark: _Toc405810863][bookmark: _Toc406948399][bookmark: _Toc406948732][bookmark: _Toc407096540][bookmark: _Toc407096850]The author will finalise the protocol amendment as per 6.1.8.  In addition to documenting the date of the protocol amendment, the author will ensure that the final protocol version and date and all previous final protocol amendment versions and dates are documented in the protocol amendment.
[bookmark: _Toc405810092][bookmark: _Toc405810864][bookmark: _Toc406948400][bookmark: _Toc406948733][bookmark: _Toc407096541][bookmark: _Toc407096851]In parallel with the above activity, a summary of a protocol changes document (using the Summary of Protocol Changes Template, Appendix C) will be prepared which summarises in plain text the reasons for the changes between the final protocol and the amended protocol.  Changes between the previous, final protocol and the amended protocol should be clearly described by displaying both the original text and the previous protocol text with new text underlined and old text struck through as appropriate. 
[bookmark: _Toc405810093][bookmark: _Toc405810865][bookmark: _Toc406948401][bookmark: _Toc406948734][bookmark: _Toc407096542][bookmark: _Toc407096852]The final signed protocol amendment and summary of changes document can then be submitted to the HREC for review and approval.
[bookmark: _Toc405810094][bookmark: _Toc405810866][bookmark: _Toc406948402][bookmark: _Toc406948735][bookmark: _Toc407096543][bookmark: _Toc407096853]If subsequent protocol amendments are required, then the above process is repeated with the development of new protocol versions.
[bookmark: _Toc405810095][bookmark: _Toc405810867][bookmark: _Toc406948403][bookmark: _Toc406948736][bookmark: _Toc407096544][bookmark: _Toc407096854]The impact of the amendments to the protocol in other trial-related documents (e.g. informed consent form, trial reference manual or case report form) must also be considered and where appropriate, changes made.  
[bookmark: _Toc405810096][bookmark: _Toc405810868][bookmark: _Toc405810097][bookmark: _Toc405810869][bookmark: _Toc405810098][bookmark: _Toc405810870][bookmark: _Toc405810099][bookmark: _Toc405810871][bookmark: _Toc405810100][bookmark: _Toc405810872][bookmark: _Toc405810101][bookmark: _Toc405810873][bookmark: _Toc405810102][bookmark: _Toc405810874][bookmark: _Toc405810103][bookmark: _Toc405810875][bookmark: _Toc405810104][bookmark: _Toc405810876][bookmark: _Toc406948404][bookmark: _Toc406948737][bookmark: _Toc407096545][bookmark: _Toc407096855]Filing
[bookmark: _Toc405810105][bookmark: _Toc405810877][bookmark: _Toc406948405][bookmark: _Toc406948738][bookmark: _Toc407096546][bookmark: _Toc407096856]Final versions of the protocol and amendments will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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The following Appendix is a template and a guide.  It includes recommended standard text within some sections.  It also includes text in italics that should not form part of the protocol but provides guidance in the development of a protocol.  

Text enclosed in brackets < and > outlines detail of what should be included in this section, and this should be replaced by the relevant details required.
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<SPONSOR LOGO>
<Sponsor Address>





<PROTOCOL TITLE>

Protocol Number:  <XX>




Authors:  <XX>
Development Phase:  Phase <XX>
Document Version:  <Draft/Final> Protocol Version <0.1> dated <XX>
No of Pages:  <XX>



Property of <SPONSOR> – Confidential
May not be used, divulged, published or otherwise disclosed without the consent of <SPONSOR>
Protocol Number:  XXXX		<Sponsor> - Confidential


Protocol Version <0.1> 	Dated XX	35 of 37
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[bookmark: _Toc407096861]PROTOCOL AUTHORISATION

Title:	<Include Protocol Title>

This study protocol was subjected to critical review.  The information it contains is consistent with current knowledge of the risks and benefits of the investigational product, as well as with the moral, ethical, and scientific principles governing clinical research as set out in the current Declaration of Helsinki and the guidelines on Good Clinical Practice.



	
	
	

	<Sponsor Representative Name and Title>(Print)
	
	

	




	
	



	<Sponsor Representative> Signature
	
	Date





[bookmark: _Toc407096862]DECLARATION OF INVESTIGATOR

Title:	<Include protocol Title>
All documentation for this study that is supplied to me and that has not been previously published will be kept in the strictest confidence.  This documentation includes this study protocol, investigator's brochure(s) (IB), case report forms (CRFs), and other scientific data.
The study will not be commenced without the prior written approval of a properly constituted Australia Human Research Ethics Committee (HREC). No changes will be made to the study protocol without the prior written approval of the sponsor and the ethics committee, except where necessary to avert an immediate hazard to the subjects.
I have read the protocol and agree that the study will be conducted in compliance with the protocol and in accordance with the principles of the current version of the Declaration of Helsinki (Recommendations guiding Medical Doctors in Biomedical Research Involving Human Subjects), and with the NHMRC National Statement on Ethical Conduct in Human Research (2007-updated March 2014). The conduct of the study will be in accordance with the Notes for Guidance on Good Clinical Practice (GCP) (CPMP/ICH/135/95), as adopted by the Australian Therapeutic Goods Administration (2000).
I acknowledge that I am responsible for the overall study conduct.  I agree to personally conduct or supervise the described clinical study.  I agree to ensure that all associates, colleagues and employees assisting in the conduct of the study at my site are informed about their obligations.  Mechanisms are in place to ensure that site staff receive the appropriate information throughout the study.

	
	
	

	Investigator Name (Print)
	
	Investigational Site

	




	
	



	Investigator Signature
	
	Date
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	Medical Monitor:
	<Name of Medical Monitor>
<Title of Medical Monitor>
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<Telephone number of Medical Monitor >


	Clinical Laboratory Facilities:
	<Name of Company>
<Address of Company>


	Biostatistical Analysis:
	<Name of Company>
<Address of Company>


	Project Management:
	<Name of Company>
<Address of Company>


	Monitoring:
	<Name of Company>
<Address of Company>
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	Protocol Title:
	

	Protocol Number:
	

	Sponsor:
	

	Australian Sponsor (if required):
	

	CRO (if applicable):
	

	Study Site (if applicable):
	

	Study Phase:
	

	Study Objective(s):
	

	Study Design:
	

	Primary Endpoint:
	

	Secondary Endpoint:
	

	Study Drug and Administration:
	

	Planned Subjects:
	

	Subject Selection Criteria:
	

	Treatment Groups:
	

	Screening Procedures:
	

	Study Procedures:
	

	Randomisation Procedure:
	

	Dose Escalation (if applicable):
	

	Study Assessments:
	

	Safety and Tolerability Assessments:
	

	Pharmacokinetics (if applicable):
	

	Statistical Analysis:
	

	Study Duration:
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The following is an example and a study specific table should be developed 
	
	Screening
	Study Period I
	Study Period II
	Post-study Follow-up

	Informed consent
	X
	
	
	

	Medical and Medication Histories
	X
	
	
	

	Vital Signs
	X
	X
	X
	X

	ECG
	X
	
	
	

	Physical Examination
	X
	X
	X
	X

	Laboratory: Haematology and Biochemistry
	X
	X
	X
	X

	HIV, Hepatitis B & C Screen
	X
	
	
	

	βHCG Serum Pregnancy Test
	X
	
	
	

	βHCG Urine Pregnancy Test
	
	X
	X
	

	Urinalysis (dipstick)
	X
	X
	X
	X

	Urine Drug Screen
	X
	X
	X
	

	Alcohol Breath Test
	X
	X
	X
	

	IP Administration
	
	X
	X
	

	Adverse Events
	
	X
	X
	X

	Sample Collection for IP Measurement
	
	X[footnoteRef:1] [1:  Insert footnotes as required] 

	X
	




[bookmark: _Toc407096866]BACKGROUND AND INTRODUCTION
1.1 [bookmark: _Toc407096867]Introduction
Include name and description of investigational product(s) and top-level rationale for the study.
1.2 [bookmark: _Toc407096868]Summary of Non-Clinical and Clinical Studies
1.2.1 [bookmark: _Toc407096869]Non-Clinical Studies
Include a summary of findings from non-clinical studies that potentially have clinical significance.
1.2.2 [bookmark: _Toc407096870]Clinical Studies
Include a summary of findings from clinical trials that are relevant to the trial.
1.3 [bookmark: _Toc407096871]Summary of Potential Risks and Benefits
Include a summary of the known and potential risks and benefits, if any, to human subjects.
1.4 [bookmark: _Toc407096872]Dosage and Treatment Periods
Include a description of, and justification for, the route of administration, dosage, dosage regimen and treatment period(s).
1.5 [bookmark: _Toc407096873]Subject Population
Include a description of the population to be studied and justification.
1.6 [bookmark: _Toc407096874]Ethical Principles
This study will be conducted in accordance with the principles of the current Declaration of Helsinki (Recommendations guiding Medical Doctors in Biomedical Research Involving Human Subjects) and with the NHMRC National Statement on Ethical Conduct in Human Research (2007- updated March 2014).  The conduct of the study will be in accordance with the Notes for Guidance on Good Clinical Practice (CPMP/ICH/135/95) established from the International Conference on Harmonization guidelines and adopted by the Australian Therapeutic Goods Administration (2000).
This study will be conducted under a protocol reviewed and approved by a human research ethics committee (HREC) at each site and investigations will be undertaken by scientifically and medically qualified persons; where the benefits of the study are in proportion to the risks.
[bookmark: _Toc407096875]OBJECTIVES
1.7 [bookmark: _Toc407096876]Primary Objectives
The primary objectives of the study are:
1.8 [bookmark: _Toc407096877]Secondary Objectives
The secondary objectives of the study are:
Optional: Inclusion of Exploratory Objectives.
[bookmark: _Toc407096878]STUDY DESIGN
1.9 [bookmark: _Toc407096879]Dose Escalation Schedule (if applicable)
Define criteria of any dose escalation or cohort rules.
1.10 [bookmark: _Toc407096880]Primary Endpoints
The primary endpoints of the study are:
1.11 [bookmark: _Toc407096881]Secondary Endpoints
The secondary endpoints of the study are:
Also include in the section “study design”:
· A description of the type of trial/design of trial to be conducted (e.g. double blind, placebo controlled, parallel design) and a schematic drawing of trial design, procedures and stages.
· A description of the measures taken to minimize/avoid bias, including randomization and blinding.
· A description of the trial treatment(s), and the dosage and dosage regimen and/or rationale of the investigational product(s).
· The expected duration of study participation, and a description of the sequence and duration of all trial periods, including follow-up, if any.
· Accountability procedures for the investigational product(s), including placebo(s) and comparator(s), if any.
· 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
· Specification of the efficacy parameters.
· Methods and timing for assessing, recording and analysing of efficacy parameters.
· Specification of the safety parameters.
· Methods and timing for assessing, recording and analysing of safety parameters.
1.12 [bookmark: _Toc407096882]Stopping Criteria (if applicable)
A description of the “stopping rules” or “discontinuation criteria” for individual subjects, parts of trial and entire trial.
1.13 [bookmark: _Toc407096883]Randomisation Criteria (if applicable)
Outline if randomisation procedure (i.e. treatment ratios, blocking, stratification)
Maintenance of trial treatment randomisation codes.
[bookmark: _Toc407096884]STUDY POPULATION
1.14 [bookmark: _Toc407096885]Description of Numbers
1.15 [bookmark: _Toc407096886]Inclusion Criteria
Subjects who meet all of the following criteria will be considered for inclusion in the study:
1.16 [bookmark: _Toc407096887]Exclusion Criteria
The presence of any of the following criteria will constitute cause for the exclusion of the subject:
1.17 [bookmark: _Toc407096888]Withdrawal Criteria (if applicable)
The presence of any of the following criteria will constitute cause for the withdrawal of the subject:
1.18 [bookmark: _Toc407096889]Concomitant Medication
Include medication(s)/treatment(s) permitted (including rescue medication) and not permitted before and/or during the trial.
1.19 [bookmark: _Toc407096890]Diet, Activity, and Other Restrictions (if applicable)
[bookmark: _Toc407096891]STUDY MEDICATION
1.20 [bookmark: _Toc407096892]Investigational Product Identification
Describe the investigational product and any comparator investigational product being used in the study.  Include a description of any preparation requirements, a description of any administration requirements and any rules surrounding treatment delays or modifications (if applicable).
1.21 [bookmark: _Toc407096893]Dosage and Treatment
1.21.1 [bookmark: _Toc407096894]Study Supplies
<Sponsor> will supply all investigational product to the investigational site(s). IP supplies provided for this study will be manufactured under <current good manufacturing practices (cGMP)>, will be subject to release by <the quthorised person> and will be suitable for human use.
<Sponsor> will be responsible for their preparation and labelling and providing details of batch numbers, safety and stability data. 
<Sponsor> will label the products in accordance with local regulatory requirements.  <Sponsor> will ship all investigational products at a temperature of XXoC.  Also include any additional shipping requirements.  
1.21.2 [bookmark: _Toc407096895]Storage, Dispensing and Investigational Product Accountability
Upon receipt of the investigational products at the investigational site, investigational products must be stored at XXoC.  A record will be maintained by the investigational site which will account for all dispensing and return of any used and unused investigational products.  At the end of the study the investigational products will be reconciled and a copy of the record given to the study monitor.  
Describe what will be done with the supplies on completion of the study.  For example: On completion of the study any surplus supplies will be destroyed upon receipt of written approval from <sponsor> and evidence of destruction supplied to the study monitor.  If no supplies remain, this will be documented in the dispensing record.
The investigator will be fully responsible for the security, accessibility and storage of the investigational products whilst they are at the investigational facility and will ensure that they are maintained at XXoC.
The investigator is also responsible for the education of study staff in the correct administration of the investigational product.  
Also include accountability procedures for any placebo(s) and comparator(s).
[bookmark: _Toc407096896]STUDY PROCEDURES
1.22 [bookmark: _Toc407096897]Safety Assessments
1.23 [bookmark: _Toc407096898]Efficacy Assessments 
1.24 [bookmark: _Toc407096899]Pharmacokinetic Assessments 
1.25 [bookmark: _Toc407096900]Pharmacodynamic Assessments
[bookmark: _Toc407096901]STUDY SCHEDULE
1.26 [bookmark: _Toc407096902]Screening 
(Refer also to study synopsis and study schedule)
Prior to enrolling in the study, and before performance of any procedures, potential subjects will attend a screening session at which time they will be provided with full information concerning details of the study assessments and procedures.  They will also be provided with the “Participant Information Sheet and Informed Consent Form”.  Prior to being asked to sign the consent form, subjects will be given time to review study information and ask any questions. 
1.27 [bookmark: _Toc407096903]Admission to Clinic (Day XX)
1.28 [bookmark: _Toc407096904]Day of Dosing (Day 0)
1.28.1 [bookmark: _Toc407096905]Before Dosing
1.28.2 [bookmark: _Toc407096906]Dosing
1.28.3 [bookmark: _Toc407096907]After Dosing
1.29 [bookmark: _Toc407096908]Treatment Period (Day XX)
1.30 [bookmark: _Toc407096909]Follow-Up (Day XX)
1.31 [bookmark: _Toc407096910]End of Study/Early Withdrawal (if applicable)
[bookmark: _Toc407096911]ADVERSE EVENTS
In this study, adverse events (AEs) will be reported in all subjects from Day XX until the completion of the Day XX follow-up visit.  SAEs will be reported in all subjects (enrolled and not enrolled) from the time of consent.  AEs reported from the time of consent to confinement on Day XX will be recorded as medical history.  Study procedure-related AEs will be evaluated specifically from the time of consent until IP administration.  Treatment-emergent AEs will be evaluated from IP dosing until the Day XX follow-up visit. AEs that are ongoing at the Day XX follow-up visit will be marked as ongoing on the AE CRF page. 
All spontaneously volunteered and enquired for, as well as observed, adverse events, will be recorded in the subject’s medical records as well as the case report form.
1.32 [bookmark: _Toc407096912]Definition of an Adverse Event
An AE is any event, side effect, or other untoward medical occurrence that occurs in conjunction with the use of a medicinal product in humans, whether or not considered to have a causal relationship to this treatment.  An AE can, therefore, be any unfavourable and unintended sign (that could include a clinically significant abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal product, whether or not considered related to the medicinal product.
1.32.1 [bookmark: _Toc407096913]Severity of an Adverse Event
If specific grading scales are not adopted from the US Food and Drug Administration (FDA) or National Institutes of Health, severity of adverse events will be graded as one of:
	Mild:
	easily tolerated, causing minimal discomfort and not interfering with normal everyday activities

	Moderate:
	sufficiently discomforting to interfere with normal everyday activities

	Severe:
	incapacitating and prevents normal everyday activities



1.32.2 [bookmark: _Toc407096914]Causal Relationship of an Adverse Event
Causal relationship of an adverse event to the investigational product will be assessed by the investigator as follows:
	Not related:
	The event is clearly related to other factors such as the subject’s clinical state, therapeutic interventions or concomitant drugs administered to the subject.  This is especially so when an event occurs prior to the commencement of treatment with the investigational products.

	Unlikely:
	The experience was most likely produced by other factors such as the subject’s clinical state, therapeutic interventions or a concomitant drug administered to the subject and does not follow a known response to the trial investigational product.

	Possible:
	The experience follows a reasonable temporal sequence from the time of investigational product administration and/or follows a known response to the trial investigational product, but could have been produced by other factors such as the subject's clinical state or other therapeutic interventions or concomitant drugs administered to the subject.

	Probable:
	The experience follows a reasonable temporal sequence from the time of investigational product administration and follows a known response to the trial investigational product, and cannot be reasonably explained by other factors such as the subject's clinical state or other therapeutic interventions, or concomitant drugs administered to the subject.

	Definite:
	The experience follows a reasonable temporal sequence from the time of investigational product administration and follows a known response to the trial investigational product, and cannot be reasonably explained by other factors such as the subject 's clinical state or other therapeutic interventions or concomitant drugs administered to the subject and in addition one or more of the following:
· Occurs immediately following trial investigational product administration 
· Improves on stopping the trial investigational product
· Reappears on repeat exposure



1.33 [bookmark: _Toc407096915]Definition of a Serious Adverse Event  
An SAE is any untoward medical occurrence that at any dose: 
· results in death,
· is life-threatening, 
· requires inpatient hospitalization or prolongation of existing hospitalization,
· results in persistent or significant disability/incapacity, or,
· is a congenital anomaly/birth defect. 
Important medical events that may not be one of the above may be considered an SAE by the investigator when, based upon appropriate medical judgement, are considered clinically significant and may jeopardise the subject, or may require medical or surgical intervention to prevent one of the outcomes listed above.
"Life-threatening" means that the subject was at immediate risk of death from the experience that, had it occurred in a more serious form might have caused death. 
1.33.1 [bookmark: _Toc407096916]Notification of a Serious Adverse Event
SAEs must be reported to the study monitor (or sponsor) within 24 hours from the time the investigational team first become aware of the event.  This may be initially achieved by phoning the study monitor or by completing a serious adverse event report form and faxing/e-mailing it to the study monitor.
Initial notification of an SAE to the study monitor must be confirmed in writing 24 hours from the time the investigational team first become aware of the event using the serious adverse event report form, which must be faxed to the study monitor. As further information regarding the SAE becomes available, such follow up information should be documented on a new serious adverse event report form, marked as a follow up report and faxed or e-mailed to the study monitor.
Withdrawal from the study and therapeutic measures taken shall be at the discretion of the investigator. A full explanation for the discontinuation from the study should be made in the subject’s medical records and in the case report form.
All SAEs must be reported to the investigational site’s human research ethics committee (HREC) by the investigator in accordance with their regulations.
1.34 [bookmark: _Toc407096917]Dose Limiting Toxicity
A Dose Limiting Toxicity (DLT) is defined as <   >.
1.35 [bookmark: _Toc407096918]Clinical Laboratory Abnormalities and Other Abnormal Assessments as Adverse Events and Serious Adverse Events
Abnormal laboratory findings (e.g., clinical chemistry, haematology, and urinalysis) or other abnormal assessments (e.g., ECG, X-rays, and vital signs) per se are not reported as AEs.  However, those abnormal findings that are deemed clinically significant or are associated with signs and/or symptoms must be recorded as AEs if they meet the definition of an AE (and recorded as an SAE if they meet the criteria of being serious) as described previously.  Clinically significant abnormal laboratory or other abnormal findings that are detected after consent or that are present at baseline and worsen after consent are included as AEs (and SAEs if serious).  
The investigator should exercise his or her medical and scientific judgment in deciding whether an abnormal laboratory finding or other abnormal assessment is clinically significant.  Usually, the abnormality should be associated with a clinically evident sign or symptom, or be likely to result in an evident sign or symptom in the near term, to be considered clinically significant.  A clinically significant laboratory abnormality in the absence of clinical symptoms may jeopardize the subject and may require intervention to prevent immediate consequences.  For example, a markedly low serum glucose concentration may not be accompanied by coma or convulsions, yet be of a magnitude to require glucose administration to prevent such sequelae.
1.36 [bookmark: _Toc407096919]Documenting Adverse Events
Any AE occurrence during the study must be documented in the subject’s medical records in accordance with the investigator’s normal clinical practice and on the AE page of the CRF.  SAEs that occur during the study must be documented in the subject’s medical record, on the AE CRF, and on the SAE form.
The investigator should attempt to establish a diagnosis of the event based on the signs, symptoms, and/or other clinical information.  In such cases, the diagnosis should be documented as the AE (and SAE if serious) and not the individual signs/symptoms.
If a clinically significant abnormal laboratory finding or other abnormal assessment meets the definition of an AE, then the AE CRF page must be completed as appropriate.  In addition, if the abnormal assessment meets the criteria for being serious, the SAE form must also be completed.  A diagnosis, if known, or clinical signs or symptoms if the diagnosis is unknown, rather than the clinically significant laboratory finding or abnormal assessment, should be used to complete the AE/SAE page.  If no diagnosis is known and clinical signs or symptoms are not present, then the abnormal finding should be recorded.  If an SAE report is completed, pertinent laboratory data should be recorded on the SAE form, preferably with baseline values and copies of laboratory reports.
The SAE page should be completed as thoroughly as possible and signed by the investigator before transmittal to the sponsor.  It is very important that the investigator provide an assessment of the causal relationship between the event and the IP at the time of the initial report, as this will be useful for submissions to regulatory authorities.
1.37 [bookmark: _Toc407096920]Regulatory Authorities
Reporting of any SAEs to applicable regulatory authorities will be the responsibility of the local sponsor in compliance with local regulations.
1.38 [bookmark: _Toc407096921]Follow-Up of Adverse Events and Serious Adverse Events
All AEs and SAEs that are deemed related, possibly related or probably related to the IP must be followed until resolution, until the condition stabilizes, until the event is otherwise explained, or until the subject dies or is lost to follow-up.  The investigator is responsible to ensure that follow-up includes any supplemental investigations as may be indicated to elucidate as completely as practical the nature and/or causality of the AE/SAE.  This may include additional laboratory tests or investigations, histopathological examinations, or consultation with other health care professionals.
The sponsor may request that the investigator perform or arrange for the conduct of supplemental measurements and/or evaluations.  If a subject dies during participation in the study or during a recognized follow-up period, the sponsor should be provided with a copy of any post-mortem findings, including histopathology.
1.39 [bookmark: _Toc407096922]Randomisation Codebreak (if applicable)
<If applicable> Sealed subject specific codebreak envelopes will be produced by the sponsor and will be kept at the investigational site in a secure, accessible location.  In the event that the investigator considers an adverse event to be of such severity as to require specific knowledge of the identity and dose of the relevant product, the investigator may break the study code for that subject only. A record, including date, time, name and signature of the person opening the envelope and reason, must be made both on the opened envelope and in the subject’s medical records.  The study monitor should be informed promptly.
<If applicable> Codebreak managed by IVRS/ IWRS. Enter specific detail regarding access to the system.
[bookmark: _Toc407096923]STUDY COMPLETION AND DISCONTINUATION
1.40 [bookmark: _Toc407096924]Subject Withdrawal
In accordance with applicable regulations, a subject has the right to withdraw from the study, at any time and for any reason, without prejudice to his future medical care.
If a subject is withdrawn because of an adverse event (AE), the investigator must arrange for the subject to have appropriate follow-up care until the AE is resolved or has stabilized.  Unresolved AEs will be followed until the last scheduled follow-up visit or until the PI and Medical Monitor determine that further follow-up is no longer indicated.  In addition to AEs, other reasons for removal of subjects from the study might include, but are not limited to, withdrawal of consent, administrative decision by the investigator or the sponsor, protocol deviation, or subject noncompliance.
If a subject asks or decides to withdraw from the study, all efforts will be made to complete and report the observations, especially the listed primary and secondary objectives, as thoroughly as possible up to the date of withdrawal.  The primary reason for withdrawal will be identified and recorded on the appropriate case report form (CRF), along with the date of withdrawal.
1.41 [bookmark: _Toc407096925]Subject Replacement
Include whether and how subjects are to be replaced.
[bookmark: _Toc407096926]TERMINATION OR SUSPENSION OF THE STUDY
The sponsor, investigator, and the Human Research Ethics Committee reserve the right to terminate or suspend the study at any time; however this should be discussed between the relevant parties beforehand and the reason for such decision recorded.  Should this occur, all data available will also be recorded in the CRFs.  The investigator should notify the relevant institutional EC in writing of the study’s completion or early discontinuation.
[bookmark: _Toc407096927]STUDY MONITORING AND DATA MANAGEMENT
1.42 [bookmark: _Toc407096928]Study Monitoring
The sponsor has appointed <  XX > to manage and monitor the study so as to assure them of the adequate conduct of the study and to act as the contact with the investigational site. A study monitor will be identified and will be responsible for liaison with, and support of, the investigational site.
The study monitor and regulatory authority inspectors are responsible for contacting and visiting the investigative site for the purpose of inspecting the facilities and, upon request, inspecting the various records of the study (e.g., CRFs, essential documentation, and other pertinent data) provided that subject confidentiality is respected.
1.43 [bookmark: _Toc407096929]Access to the Study
The sponsor, study monitor, local EC and applicable regulatory agencies will require access to all study documents held at the investigational site, as well as access to all members of the investigational site personnel. It is expected that such access would normally be arranged by agreement with the investigational site. 
1.44 [bookmark: _Toc407096930]Source Document and Data Verification
The study monitor will visit the investigational site periodically where s/he shall:
· Meet with the investigator and any other applicable site staff.
· Inspect the <CRFs/eCRFs> throughout the study to verify adherence to the protocol; completeness, accuracy, and consistency of the data; and adherence to local regulations on the conduct of clinical research.  The monitor should have access to subject medical records and other study-related records needed to verify the entries on the <CRFs/eCRFs>.  The investigator will cooperate with the monitor to ensure that any problems detected in the course of these monitoring visits are resolved.  The monitor will identify of any data to be recorded directly on the <CRFs/eCRFs> (i.e. no prior written or electronic record of data), and to be considered to be source data.
· Review the investigational site file and regulatory documentation.
· Collect copies of documents and completed CRFs for use by the appointed data management group and retention by the sponsor. 
· Verify with reference to the investigational product records, that investigational product have been stored appropriately, and administered correctly, to eligible subjects.
<All electronic CRFs should be maintained on the system with details of any changes logged accordingly.>
1.45 [bookmark: _Toc407096931]Data Management
<For paper CRFs:>
All data will be recorded in individual case report forms (CRFs), the original of which will be collected by the study monitor following data review and correction by the site.  Copies of all CRF pages will be left at the investigational site.  
CRFs will be provided to the applicable data management group for data entry and validation.  Data queries will be generated and sent to the investigational site for response before the database is locked, and released for statistical analysis.
<For eCRFs:>
All data will be recorded in individual source documents.  An eCRF will be created by the data management group for recording of the required data in the study database.  All eCRF information is to be filled in by site staff. If an item is not available or is not applicable, this fact should be indicated. Blank spaces should not be present unless otherwise directed.
The study monitor will perform source data verification of data entered into the eCRF, and raise queries for correction by the site. The data entered into the eCRF will be subject to data validation checks for consistency and completeness by the data management group.  Data queries will then be generated and sent to the investigational site for response before the database is locked, and released for statistical analysis.
[bookmark: _Toc407096932]STATISTICAL ANALYSES
A detailed Statistical Analysis Plan will be prepared for approval by the sponsor prior to performing any unblinded analysis for presentation to personnel designated as being blinded to the randomization.
Also include:
· A description of the statistical methods to be employed, including timing of any planned interim analysis(ses).
· The number of subjects planned to be enrolled.  In multicentre trials, the numbers of enrolled subjects projected for each trial site should be specified.  Reason for choice of sample size, including reflections on (or calculations of) the power of the trial and clinical justification.
· The selection of subjects to be included in the analyses (e.g. all randomised subjects, all dosed subjects, all eligible subjects, evaluable subjects).
· Procedure for accounting for missing, unused or spurious data.
· Outline on how the data will be presented and analysed (e.g. listings, tables, change from baseline, comparison of groups, hypothesis testing, etc.)
· The level of significance to be used.
· Procedures for reporting and deviation(s) from the original statistical plan (any deviations from the original statistical plan should be described and justified in the protocol and/or in the final report, as appropriate).
[bookmark: _Toc407096933]REGULATORY REQUIREMENTS
1.46 [bookmark: _Toc407096934]Regulatory Approvals

1.47 [bookmark: _Toc407096935]Human Research Ethics Committee (HREC) Approval
Prior to the commencement of the study, written approval will be required by the relevant institutional HREC responsible for the investigational site.
1.48 [bookmark: _Toc407096936]Participant Informed Consent
It is the investigator's responsibility to ensure that each subject gives informed consent to participate in the study.  The investigator will explain the nature of the study, its purpose, procedures, expected duration, and the potential benefits, risks and inconveniences in participation.  In addition, a participant information sheet/consent form containing relevant information will be prepared by <sponsor> in conjunction with the investigational site and will be provided to all subjects.
The subjects will be informed of their rights to privacy but will be made aware that the study data will be submitted to the sponsor and possibly to drug regulatory authorities for review and evaluation.  They will be informed also that the study monitor may inspect their medical records to verify the accuracy and completeness of the study records and results.
The subjects will be informed of their right to withdraw from the study at any time without prejudice.
The subjects will be given an opportunity to ask questions and allowed sufficient time to decide whether they wish to participate. If the subject decides to participate in the study, they will voluntarily sign the written informed consent form.
The acquisition of informed consent should be documented in the subject’s medical records, as required by Notes for Guidance on Good Clinical Practice (GCP) (CPMP/ICH/135/95), as adopted by the Australian Therapeutic Goods Administration (2000) and the NHMRC National Statement on Ethical Conduct in Human Research (2007-updated March 2014), and the informed consent form will be signed and personally dated by the subject and by the person who conducted the informed consent discussion (not necessarily an investigator).  The original signed informed consent form will be retained in accordance with institutional policy, and a copy of the signed consent form will be provided to the subject or legal representative.  The date that informed consent was signed will be recorded on the CRF.
1.49 [bookmark: _Toc407096937]Data Protection
Subjects will be informed that data will be held on file by <sponsor> and that these data may be viewed by staff including the study monitor and by external auditors on behalf of <sponsor> and appropriate regulatory authorities.  Subjects will also be informed that a study report will be prepared and may be submitted to regulatory authorities and for publication.  However, subjects will be identified in such reports only by study identification number, gender and age.  All subject data will be held in strict confidence.
[bookmark: _Toc407096938]ADMINISTRATIVE PROCEDURES
1.50 [bookmark: _Toc407096939]Liability/Indemnity/Insurance
The study sponsor will ensure sufficient insurance is available to enable it to indemnify and hold the investigator(s) and relevant staff as well as any hospital, institution, ethics committee or the like, harmless from any claims for damages for unexpected injuries, including death, that may be caused by the IP but only to the extent that the claim is not caused by the fault or negligence of the subjects or investigator(s). 
1.51 [bookmark: _Toc407096940]Recording of Data and Retention of Records
All source data, clinical records and laboratory data relating to the study will be archived for 15 years after the completion of the study. All data will be available for retrospective review or audit.
Source documents are original documents, data, and records from which the subject’s CRF data are obtained.  These include, but are not limited to:  hospital records, clinical and office charts, laboratory and pharmacy records, diaries, microfiches, radiographs, angiograms, IP accountability logs, and correspondence.  CRF entries may be considered source data if the CRF is the site of the original recording (i.e., there is no other written or electronic record of data).  In this case, a note to the file should indicate which CRFs are considered source documents.
The investigator and study staff are responsible for maintaining a comprehensive filing system of all study-related (essential) documentation.  These include, but are not limited to:  EC correspondence, IP accountability logs, and curricula vitae of all personnel participating in the study.  These files must be suitable for inspection at any time by the sponsor, monitor, and/or applicable regulatory authorities.  All essential documentation should be retained by the institution for 15 years (as required in Australia).
No study document should be destroyed without prior written agreement between the sponsor and the investigator.  If the investigator wishes to assign the study records to another party or move them to another location, he/she must notify the sponsor in writing of the new responsible person and/or the new location.
1.52 [bookmark: _Toc407096941]Publication of Results
Note:  The protocol author will confirm the publication policy with the client for completion of this section.  An example of the wording to include is as follows:
Publication and reporting of results and outcomes of this trial will be accurate and honest, undertaken with integrity and transparency and in accordance with <sponsor>’s publication policy.  
Publication of results will be subjected to fair peer-review.  Authorship will be discussed between researchers prior to study commencement (or as soon as possible thereafter) and reviewed whenever there are changes in participation.  
All conflicts arising through disputes about authorship will be reviewed by <sponsor>.  Authorship should be consistent with the guidelines described in the Australian Code for Responsible Conduct of Research (section on authorship).
Acknowledgment will be given to collaborating institutions and hospitals and other individuals and organisations providing finance or facilities.  Subject confidentiality will be maintained by referring to individual subjects by their identifying code used in the trial.  Data will not be released publicly until the manuscript is accepted for publication.  In the case of no publication, information will only be released to the public and media in accordance with <sponsor>’s policy.
The results summary will be posted to the <specify> Clinical Trials Registry as required by legal agreement, local law or regulation.
1.53 [bookmark: _Toc407096942]Disclosure and Confidentiality
By signing this protocol, the investigator agrees to keep all information provided by the sponsor in strict confidence and to request similar confidentiality from his/her staff and the local EC.  Study documents provided by the sponsor (protocols, IBs, CRFs, etc.) will be stored appropriately to ensure their confidentiality.  The information provided by the sponsor to the investigator may not be disclosed to others without direct written authorization from the sponsor, except to the extent necessary to obtain informed consent from subjects who wish to participate in the study.
The investigator must ensure that the subject’s anonymity is also maintained.  Subjects should only be identified by their initials and a subject study number on the CRFs and other source documents.  Other study-related documents (e.g., signed informed consent forms) should be kept in strict confidence by the investigator.
[bookmark: _Toc407096943]QUALITY CONTROL AND QUALITY ASSURANCE
1.54 [bookmark: _Toc407096944]Compliance with Good Clinical Practice
The study will be carried out in accordance with the current version of the Declaration of Helsinki, concerning medical research in humans (recommendations guiding physicians in biomedical research involving human subjects), ICH harmonised tripartite guideline for Good Clinical Practice 1996 adopted by TGA (2000), The National Statement on Ethical Conduct in Human Research (NHMRC, 2007- updated March 2014), and the applicable local regulations.
1.55 [bookmark: _Toc407096945]Archiving and Regulatory Inspection
All study related documents and records are to be retained for a minimum of 15 years after trial completion.  Written agreement from the sponsor must precede destruction of the same.
In accordance with ICH GCP, this study may be selected for audit.  Inspection of site facilities (e.g., pharmacy, medication storage areas, laboratories) and review of study-related records may occur by the sponsor, sponsor’s representative or regulatory authority to evaluate the study conduct and compliance with the protocol, ICH GCP, and applicable regulatory requirements.
[bookmark: _Toc407096946]CLINICAL STUDY REPORT
A clinical study report will be prepared with reference to ICH Guidance E3 to include:
· Details of where the study was carried out
· Dates of the start and completion of each period of the study
· Details of the investigational products and a statement of production will be provided by <sponsor> 
· A statement confirming that the applicable EC gave written approval for the study in accordance with local regulations
· A demographic listing for all subjects
· A list of all adverse events according to investigational product
· Details of any occurrences which may be of significance to the study outcome
· Details of all operations, calculations and transformations performed on the reported data
· The statistical analysis plan and report will be produced by <sponsor>, or their agents, and will be incorporated into the final report.
· All data from any withdrawn subject not included in the statistical analysis
· A scientific interpretation of the results
· A description of the study methods used
Consideration will be given to any comments on a draft report.  The report will incorporate the analytical and statistical results and methods produced by <sponsor> or their agents.  A final report will be prepared to contain all those sections in the draft and a statement of compliance covering all the areas of the study conducted at the investigational site and the report, with good clinical practice.  The report will be issued under the sponsor’s responsibility.
Where require by the applicable regulatory requirements, an investigator signatory will be identified for the approval of the clinical study report.  The investigator will be provided reasonable access to statistical tables, figures and relevant reports and will have the opportunity to review complete study results.  <sponsor> will also provide the investigator with the full summary of study results.
[bookmark: _Toc407096947]Sponsor and Investigator obligations
1.56 [bookmark: _Toc407096948]Protocol Amendments
Neither the investigator nor the sponsor will modify or alter this protocol without the agreement of the other.  All agreed protocol amendments will be clearly recorded on a protocol amendment form and will be signed and dated by the original protocol approving signatories.  All protocol amendments will be submitted to the relevant institutional EC for approval before implementation, as required by local regulations.  The only exception will be when the amendment is necessary to eliminate an immediate hazard to the trial subjects.  In this case, the necessary action will be taken first, with the relevant protocol amendment following shortly thereafter.
1.57 [bookmark: _Toc407096949]Protocol Deviations
Should any protocol deviation occur, it must be reported to the study monitor as soon as is reasonably practical. The deviation and the reason for its occurrence must be documented, reported to the relevant EC (if required) and included in the study report.
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[bookmark: _Toc407096950]references


[bookmark: _Toc274907297][bookmark: _Toc407096951][bookmark: _Toc98780164][bookmark: _Toc99118363][bookmark: _Toc102540954]APPENDIX 1:  Blood biochemistry PARAMETERS

It is recommended that this “standard” list is reviewed with the sponsor and investigator to request that any additions or deletions be made to ensure the parameters tested are suitable for the type of study drug.  Appendices 1-4 can be combined if applicable (i.e. where only minimal testing will be performed.

The following parameters will be tested:
Albumin
Alkaline Phosphatase
Alanine Aminotransferase (ALT, SGPT)
Aspartate Aminotransferase (AST, SGOT)
Total Bilirubin
Blood Urea Nitrogen (BUN)
Calcium
Total Cholesterol
Chloride
Creatinine
Glucose
Lactate Dehydrogenase
Potassium
Sodium
Phosphorus (Phosphate)
Total Protein
Uric Acid


[bookmark: _Toc274907298][bookmark: _Toc407096952][bookmark: _Toc475955861][bookmark: _Toc98780165][bookmark: _Toc99118364][bookmark: _Toc102540955]
APPENDIX 2:  HAEMATOLOGY PARAMETERS

It is recommended that this “standard” list is reviewed with the sponsor and investigator to request that any additions or deletions be made to ensure the parameters tested are suitable for the type of study drug.  Appendices 1-4 can be combined if applicable (i.e. where only minimal testing will be performed.

The following parameters will be tested:
Erythrocyte Count (RBC’s)
Haemoglobin
Haematocrit
Leukocyte Count (WBC’s)
Thrombocyte Count (Platelets)
Neutrophils
Lymphocytes
Monocytes
Eosinophils
Basophils



[bookmark: _Toc274907299][bookmark: _Toc407096953][bookmark: _Toc475955862][bookmark: _Toc98780166][bookmark: _Toc99118365][bookmark: _Toc102540956]
APPENDIX 3:  URINALYSIS PARAMETERS 

It is recommended that this “standard” list is reviewed with the sponsor and investigator to request that any additions or deletions be made to ensure the parameters tested are suitable for the type of study drug.  Appendices 1-4 can be combined if applicable (i.e. where only minimal testing will be performed.

The following parameters will be tested:
Macroscopic
pH
Specific gravity
Protein
Glucose
Occult Blood
Ketones
Nitrites
Bilirubin
Leucocytes
Microscopic (to be done if dipstick findings are abnormal)
WBC/phf
RBC/phf
Epithelial Cells
Casts
Crystals
Bacteria
Mucus
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It is recommended that this “standard” list is reviewed with the sponsor and investigator to request that any additions or deletions be made to ensure the parameters tested are suitable for the type of study drug.  Appendices 1-4 can be combined if applicable (i.e. where only minimal testing will be performed.
Screening
Drugs detected by the urine drug screen conducted by the external laboratory on urine samples collected at the recruitment visit, for which subjects may be excluded:
benzodiazepines 
cannabinoids
methadone (metabolite)
opiates
sympathomimetic amines
cocaine (metabolite)

Confinement
Drugs detected by the urine drug screen conducted by <include laboratory>, for which the subjects may be excluded:
amphetamines
methamphetamines
barbiturates
benzodiazepines
cocaine
methadone
opiates
phencyclidine
tetrahydrocannabinols
tricyclic antidepressants
Note: Paracetamol is also detected in the test method used, but presence of this drug is not an exclusion criterion.
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Sponsor:	Name
Address

Protocol Number:	
Protocol Version:	Protocol Amendment X - Summary of Changes and Rationales
Date:	
A number of changes have been proposed throughout the text of the protocol.  A description of the change and rationale behind the change, have been provided here.  Details of the amended text throughout the protocol are provided in the table to follow.

1. Title
Change:
.
Rationale: 
.

	Topic

	Text Changes

	1

	<Include page number, section number and paragraph number>

	Original Text
	<Insert Original Text>


	Amended Text
	<Insert Amended Text>


	2

	<Include page number, section number and paragraph number>

	Original Text
	<Insert Original Text>


	Amended Text
	<Insert Amended Text>
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