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 ABBREVIATIONS AND DEFINITIONS

Glossary
Protocol Synopsis

	Title
	

	Sponsor
	

	Principal Investigator
	

	Purpose and objectives
	

	Trial design
	 

	Sample size
	

	Trial duration
	

	Investigational drug(s)
	

	Safety assessments
	

	Efficacy assessments
	

	Statistical analysis
	


1 Schedule of Events

[See http://www.spirit-statement.org/publications-downloads/]
	
	TRIAL PERIOD

	
	Enrolment
	Allocation
	Post-allocation
	Close-out
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	[Intervention B]
	
	
	X
	
	X
	
	
	

	[List other trial groups]
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	[List baseline variables]
	X
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	[List outcome variables]
	
	
	
	X
	
	X
	etc.
	X

	[List other data variables]
	
	
	X
	X
	X
	X
	etc.
	X


2 Introduction

2.1 Background

2.2 Summary of relevant data

3 Rationale

4 Objectives

4.1 Primary objectives

4.2 Secondary objective

4.3 Exploratory objective

5 Design

The design is a [randomized, placebo-controlled, double-blind] trial. [number] adult participants aged [min to max] years will be recruited to receive [mg] of [investigational product]/placebo [frequency and duration]. 
6 Investigational Plan
Schematic of trial visits
7 Population

The trial population will be drawn from the general public in the greater Cape Town area. Advertisements and/or posters, together with a description of where they will be placed, will be submitted to the University of Cape Town Research Ethics Committee for approval before use.
7.1 Inclusion criteria

· Written informed consent prior to any trial procedures.
· Male and female adults between x and y years of age (inclusive) with [diagnosis] as determined by pre-trial medical history, physical examination 
· Women must have a negative serum pregnancy test at screening.

· Body mass Index (BMI) between x and y kg/m2, inclusive; and a total body weight >z kg. 
· Clinical laboratory tests at screening within the reference ranges or if outside the normal range not clinically significant as judged by the Investigator.
7.2 Exclusion criteria

· Received an investigational drug or participated in another research trial within 30 days before the first dose of trial drug or at any time throughout the trial. 
· Evidence of current or history of clinically significant oncologic, pulmonary, hepatic, cardiovascular, haematologic, metabolic, neurological, immunologic, nephrologic, endocrine, psychiatric disease, or clinically significant current infection.
· Evidence of current or history of clinically significant gastrointestinal (excluding appendectomy, cholecystectomy) disease.
· Any condition that could possibly affect drug absorption, such as gastrectomy, diarrhea and lactose intolerance. 
· Use of any prescription or non-prescription medications, vitamins, herbal supplements, dietary supplements or vaccinations within x days of administration of the first dose of trial drug or at any time throughout the trial, unless prior approval is granted by the Investigator. 
· History of drug or alcohol abuse within the x years prior to screening.
· Contraindication to the trial drugs

7.3 Restrictions, including of concomitant medications
7.4 Participant identification

Participants will be identified by a 3 character screening code (S plus 3 digits) at the screening visit. A 1-letter, 2-digit trial number will be assigned once eligibility is confirmed and the participant provides informed consent.

8 Treatment

8.1 Investigational product supply
The trial drugs will be:

· X and matching placebo 
· y and matching placebo 
X and matching placebo will be supplied as ‘powder in bottle’ for suspension and the dose will be ymg. y will be provided as xmg tablets and the dose will be ymg. 
8.2 Receipt and storage
X and y will be sourced from [manufacturers] who will also provide matching placebo tablets. The trial drugs will be stored according to the manufacturers' recommended condition, and in accordance with regulatory requirements, in a locked area with access restricted to designated trial personnel. The trial pharmacist will also maintain records of the delivery of the drugs to the trial site, the inventory at the site, the drug use by each participant and return of any unused trial drugs to the sponsor or permission from the sponsor for destruction at the site. Neither the investigators nor the participants will be informed of the trial drug allocation at this point. Only the trial pharmacist will be informed of the trial drug allocation and will dispense the trial drugs accordingly.

8.3 Treatment arms

8.4 Treatment assignment and blinding
Participants will be randomised to placebo or the active trial drugs. A statistician will prepare the randomisation schedules to be used by the trial pharmacist during dispensing and dosing. There will be a standard operating procedure in place to detail when and how treatment allocations may be revealed. Randomisation schedules will be stored in a secure place with access limited to the statistician and pharmacist. The randomisation schedule will not be revealed to the Sponsor or the investigators and the blind will only be broken in cases where the management of adverse events depends on knowing treatment allocation. In order to achieve this, sealed envelopes (or equivalent) detailing the randomisation schedule will be kept by both the Sponsor and the Principal investigator such that there is access in case of a valid reason for un-blinding. All cases of such un-blinding will be documented. Accidental un-blinding will be a protocol violation.
8.5 Preparation and administration

Trial drugs will be packaged and labelled in accordance with the Guide to Good Manufacturing Practice (GMP) for Medicines in South Africa. Labelling will include:

· Trial name or code (allowing for identification of the trial, site, investigator and Sponsor, if not given elsewhere)
· Trial name/placebo

· Dosage form 

· Batch or code number, to identify the contents and packaging operation

· Period of use (such as use-by, expiry or re-test date)

· Name, address and telephone number of the sponsor or investigator (the main contact for information on the product, clinical trial and emergency un-blinding) 

· Storage conditions

Test and control formulations be accompanied with batch numbers, expiry or retest dates, certificates of analysis, storage conditions, safety data sheets.  
Individual volunteer trial medication will be dispensed by the trial pharmacist in dispensing containers for each participant, and labelled in accordance with local regulations for clinical trials material, as indicated above.  
8.6 Disposal

8.7 Discontinuation of treatment or withdrawal of participants from the trial
A participant will be withdrawn from the trial for the following reasons:

· At the request of the volunteer, irrespective of the reason, though a reasonable effort will be made to ascertain the reason while fully respecting the participant’s rights

· Failure to comply with the protocol

· At the discretion of the investigator (the reason will be recorded)

· An AE (including an intercurrent illness) which rules out further participation in the trial. The decision whether or not to withdraw the volunteer will be the prerogative of the investigator and will depend on the nature of the illness and concomitant drugs prescribed.

In the event that a volunteer is withdrawn, the investigator will conclude the safety follow-up assessment for the volunteer and evaluate the safety data. In the event that AEs are not yet resolved, follow-up visits will be scheduled until the investigator is satisfied that the AE has resolved, or on agreement between the Principal Investigator and the Sponsor.
8.8 Post-trial treatment

9 Visit Schedule and Assessments

Description of assessments and any allowable time windows
9.1 Demographics

9.2 Relevant medical and surgical history / current medical conditions

9.3 Safety

The occurrence of adverse events (AEs) will be assessed from screening and recorded throughout the trial. All AEs will be recorded whether spontaneously reported by the subject, observed by the investigator or elicited by general questioning. At screening and again at admission, participants will be instructed to report any changes in normal health that they experience to the principal investigator or deputy. All abnormal findings will be carefully considered and any participant who, in the judgment of the investigator may not safely complete the trial, will be withdrawn from the trial and the AEs will be followed up until resolution or agreement between the Principal Investigator and the Sponsor. 
9.3.1 Physical examination

9.3.2 Vital signs

9.3.3 Height and weight

9.3.4 Laboratory evaluations

9.3.5 Other evaluations
9.4 Efficacy
9.5 Other
10 Safety monitoring

10.1 Responsibilities of the various role-players
10.2 Adverse events (AEs)
An AE is defined as any untoward medical occurrence in a participant administered a pharmaceutical product and which does not necessarily have a causal relationship with the treatment. An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of an investigational product, whether or not related to the investigational product. The recording of every AE will include the following requirements:

•
Participant identification;

•
Time and date of onset;

•
Time and date of resolution;

•
Nature of AE;

•
Exact description of temporal sequence to dosing

•
Documentation of intensity ([definition/reference]);

•
Documentation of the results of diagnostic and therapeutic measurements;

•
Results of a repeated exposure (re-exposure) if applicable;

•
Details of the development and outcome including medical judgment;

•
As much data as possible will be obtained for judgment concerning the relationship of the AE to the investigational product;

•
Critical examination of the relationship to the investigational product (definite, probable, possible improbable, not related or not assessable to be assigned by the investigator).

At the end of the trial, the investigator must ensure that the end date and any sequelae of all AEs have been fully documented. If appropriate, the final relationship of AEs to the investigational product is re-assessed. 
10.3 Serious Adverse Event (SAE) reporting

A serious adverse event (SAE) is any untoward medical occurrence that at any dose results in death, is life-threatening, requires inpatient hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or incapacity or is a congenital anomaly or birth defect or other medically important condition. SAEs will be reported (immediately or as soon as possible of being known by a member of the site team) to the Sponsor, and to the Data Safety Monitoring Board (DSMB) according to the Charter. Reporting to the University of Cape Town Research Ethics Committee and the South African Medicines Control Council will be in accordance with their written procedures. Data on SAEs will be collated and a preliminary causality assessment performed by the investigators with the assessment reviewed by a DSMB. 
10.4 Pregnancies

11 Data review and database management

11.1 Data collection
Individual source document files for trial-related source documents (screening notes, AE reports, blood test result reports, adherence questionnaire documents etc.) will be kept securely at the trial site. In addition, a case record form (CRF) will be compiled for each participant to collect [articipant-specific details, trial-related blood test results, drug dosing details. The CRF will constitute source data for [add details]. 
11.2 Monitoring for quality
The Principal Investigator will provide direct access to source data/documents for trial-related monitoring, audits, ethics committee review, and regulatory inspection.
11.3 Data safety and monitoring board
The DSMB will consist of independent expert advisors who will operate according to a Charter that details their roles and responsibilities with regard to the independent assessment of the trial in terms of its ongoing appropriateness and subject safety. Data on safety, tolerability and pharmacokinetics of each Cohort will be reviewed by the investigators and presented to the DSMB. There will be 2 DSMB sessions: an open and closed session. During the open session the Sponsor, the investigators and the pharmacokinetic modeling team will participate and inform and discuss the trial findings with the independent DSMB advisors. This will be followed by a closed session where only the independent DSMB advisors will convene to decide on any recommendation. The recommendations from the DSMB will provide the investigators with advice as to whether to modify, suspend, terminate or extend this trial.
11.4 Database management
Steps involved in data management, including those relating to the development and management of a data base will be performed in accordance with standard operating procedures consistent with regulatory requirements. The confidentiality of records that can identify participants will be protected, respecting the privacy and confidentiality rules in accordance with regulatory requirements. All trial-related documents will be stored for at least 15 years following trial completion. Duplicate plasma samples will be kept at -80°C until after trial completion.
12 Analysis

12.1 Sample size calculation

12.1.1 Demographics and baseline characteristics

12.1.2 Safety data
All the safety investigations, including adverse events (AEs), ECGs, haematological and biochemistry investigations from screening to the final trial visit will be summarized with descriptive statistics. 
12.1.3 Efficacy data
12.2 Interim analyses
13 Ethical considerations

13.1 Regulatory and ethical compliance

Relevant trial documents will be submitted to the Research Ethics Committee of the University of Cape Town and the South African Medicines Control Council. Approval of the protocol and any amendments will be obtained before implementation. 

The trial will be conducted in accordance with the Declaration of Helsinki [date], International guidelines for Good Clinical Practice (ICH 1997), The Department of Health: Ethics in Health Research: Principles Structures and Processes, 2004 and according to national guidelines of Good Clinical Practice [National Department of Health 2006].

Deviations and exceptions from the protocol will be managed in accordance with the University of Cape Town’s Research Ethics Committee procedures, which are in accordance with Good Clinical Practice guidelines.
13.2 Informed consent

[Refer to SOP if necessary]

The investigator or a designated trial team member will fully explain the nature, conditions and possible consequences including risks and inconveniences of the trial to the trial participants. No participant will be enrolled in the trial before they have been fully informed about the trial verbally and by means of an information document, and signed consent has been obtained on the trial-specific consent form.  A competent translator, familiar with the trial will assist in the informed consent process when necessary. The translator will be able to translate the conversation between the investigator and the volunteer should there be any questions from the volunteer. Participant information and consent documents will be available in [languages] and participants will have the opportunity to discuss whether to enrol with family or friends prior to screening. A witness independent of the trial will countersign the consent documents of illiterate patients. The independent witness will be signing to the effect that the information was read to the volunteer, who understood and freely gave their consent. Each participant will be given a copy of the signed consent document, a copy will be placed in the participant’s medical record (if applicable) and the original stored in the trial files. 

Participants will provide separate informed consent genetic sampling and may decline genetic sampling while still consenting for the main trial. The analysis of genes will be restricted to genes associated with [detail]. No other analysis will be conducted on the genetic material. The genetic information will not be given to any third party or be sold for any purpose. The genetic results will not be of value to the individual participants. Therefore, participants will not be specifically informed of the results of the genetic analysis. The genetic results will not be available during the period of participation of individuals.  Volunteers may participate in the trial and decline genetic analysis.

13.3 Participant compensation

Each participant will be compensated to cover travel costs and inconvenience on a pro-rata basis as detailed in the participant information document. 
13.4 Withdrawal

Participants are free to withdraw from the trial at any stage, without prejudice to them and without affecting their rights to care in any way. Participation in the clinical trial may be discontinued should the attending clinician deem it in the best interest of the patient, or if there is poor compliance with visits or non-adherence to trial treatment or other protocol requirements. 

13.5 Insurance

The trial will be conducted under the auspices of the University of Cape Town's no-fault clinical trial insurance policy. Compensation will be paid in accordance with the policies, when on the balance of probabilities, the injury was attributable to the administration of a medicinal product or trial procedure provided for by the protocol that would not have occurred but for the inclusion of the patient in the trial. The Guidelines for Good Clinical Practice in the conduct of Clinical Trials in human participants in South Africa (Department of Health 2006) will be followed. The insurance will cover the costs of any medical care required for trial-related adverse event, the affected participants will receive free medical care (through the public or private sectors) for the treatment of the AE until its resolution or stabilisation. In addition, the University of Cape Town subscribes to insurance policies which include professional liability and personal accident which apply to researchers and research participants involved in research conducted under the auspices of the University.
13.6 Publication plan
14 References
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