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Statement of Compliance
This trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice E6 (ICH-GCP) and the EU Clinical Trials Directive (2001/20/EEC).

SIGNATURE PAGE
The signature below constitutes the approval of this protocol and the attachments, and provides the necessary assurances that this trial will be conducted according to all stipulations of the protocol, including all statements regarding confidentiality, and according to local legal and regulatory requirements and ICH guidelines.

Principal Investigator:

Signed:
Date:

If this is a multi-centre trial the PI from each site should sign and date prior to study start

List of Abbreviations
1. Lay Summary

2. Protocol Summary

Title:


Phase:

Population:

Number of Sites:

Study Duration: 

Description of Agent /Intervention: 

Objectives:

Primary:

Secondary:
Description of Study Design: 

3. KEY ROLES
Principle Investigator(s)
Co-Investigator(s)
Others

Institutions:

Sponsor: 


Monitor: 


Study sites: 


Clinical laboratories:  


Local Trial Monitor

Local safety monitor:

4. BACKGROUND INFORMATION AND SCIENTIFIC RATIONALE
OBJECTIVES
Primary:
Secondary:
Endpoints:
5. STUDY DESIGN
Study site: 

Sample size:
Randomization:

Masking:

6. STUDY POPULATION
Inclusion Criteria
Exclusion Criteria
7. Sensitisation and Recruitment Procedures
8. Community engagement strategy

9. STUDY ENROLLMENT AND SCHEDULE OF FOLLOW-UP VISITS
Table 1. Illustration of sequential events 

Table 2. Temporal course of exact blood investigations:

Study Visits:

10. INVESTIGATIONAL PRODUCT
Background information previous use, safety and dose justification

Study Product Acquisition
Formulation, Packaging and Labelling
Product Storage and Stability
Preparation, Administration and Dosage of Study Intervention/Investigational Product
11. ASSESSMENT OF SCIENTIFIC OBJECTIVES 

Specification of the Appropriate Outcome Measures
Primary Outcome Measures
Secondary:

12. ASSESSMENT OF SAFETY
All adverse events (AE) occurring in participants after administration of (name of product or intervention) will be documented and reported as described below.

Safety reporting definitions

Adverse Event
An AE is any untoward medical occurrence, including a dosing error, which may occur during or after administration of the investigational product. The AE  may or  may not have a causal relationship with the product as indicated by physical signs, symptoms, and/or clinically significant laboratory abnormalities that occur. The definition includes intercurrent illnesses, injuries, exacerbation of pre-existing conditions, and events occurring as a result of product misuse or overdose. A change in a laboratory variable is considered an AE if it leads to a change in the subject’s functional status or if it is considered by the attending physician to be clinically significant. 

Serious Adverse Event (SAE)
Any AE (whether or not considered related to the investigational product) that results in any of the following outcomes is defined as an SAE.
· Death (i.e., results in death from any cause at any time)

· Life-threatening event (i.e., the subject was, in the view of the investigator, at immediate risk of death from the event that occurred). This does not include an AE that, if it occurred in a more serious form, might have caused death.

· Persistent or significant disability or incapacity (i.e., substantial disruption of one’s ability to carry out normal life functions).

· Hospitalisation: regardless of length of stay, even if the hospitalization is a precautionary measure for continued observation. Hospitalisation (including inpatient or outpatient hospitalization for an elective procedure) for a pre-existing condition that has not worsened unexpectedly does not constitute a serious AE.

· An important medical event (that may not cause death, be life threatening, or require hospitalization) that may, based upon appropriate medical judgment, jeopardize the subject and/or require medical or surgical intervention to prevent one of the outcomes listed above. Examples of such medical events include allergic reaction requiring intensive treatment in an emergency room or clinic, blood dyscrasias, or convulsions that do not result in inpatient hospitalization.

Suspected and Unexpected Serious Adverse Reaction (SUSAR)
These are the reactions are serious (as defined above) but not expected AND considered to be related to the investigations product. These need immediate reporting to the ERCs and sponsors and described below. This definition captures the important events that are attributed to the product and thereby avoid over reporting of all serious events and removing the risk of related events being missed amongst the ‘noise’ caused by reporting all SAE’s. 
Adverse Events Assessment
For every adverse event (AE), an assessment of the relationship of the event to the administration of the investigational product should be undertaken. An intervention-related AE refers to an AE for which there is a probable or definite relationship to administration of a study product. The investigator will make interpretation of the causal relationship of the intervention to the AE in question. This interpretation will be based on the type of event, the relationship of the event to the time of administration, and the known biology of intervention. The following are guidelines for assessing the relationship of administration of to the product to the AE

NO RELATIONSHIP:

No temporal relationship to study product; and
Alternate aetiology (clinical state, environmental or other interventions); and
Does not follow known pattern of response to study product

POSSIBLE:
Reasonable temporal relationship to study product; or
Event not readily produced by clinical state, environmental or other interventions; or
Similar pattern of response to that seen with similar products
PROBABLE:
Reasonable temporal relationship to study product; and
Event not readily produced by clinical state, environment, or other interventions or
Known pattern of response seen with similar products
DEFINITE:
Reasonable temporal relationship to study product; and

Event not readily produced by clinical state, environment, or other interventions; and
Known pattern of response seen with similar products
SAE and SUSAR Reporting
All SAEs will be reported by (telephone and/ or email and/or fax​ to the local safety monitor, the sponsor and ethics committee) within one working day of the investigator becoming aware of the SAE occurrence.
Minimum details to be given in this first report are:

· Name of reporting doctor and contact telephone number. 

· Study number. 

· Nature of adverse event. 

· Subject details (number, initials, sex, date of birth, weight and age).

· Date and time of event. 

· Date and time of investigational product administration and dose. 

· Other drug history. 

· Other relevant history. 

· Outcome. 

· Causality. 

The event will be documented ( SAE page of the CRF/SAE report form) and reported to the Local Safety Monitor, Local Ethics Committees, Collaborators and funding agency as appropriate. A suspected unexpected serious adverse reaction (SUSAR) is different from an SAE in that it is unexpected and thought to be related to the product this will can decided by (PI/safety committee/steering committee). In the case of a dispute over relationship to investigational product the clinician responsible for assessing the participants view will take priority. Any SUSAR will result in suspension of the trial until a safety review is convened.  
Only  SUSAR’s  will be sent to the sponsor and ethical committees within 7 days of the PI being made aware. Safety summaries, including all SAE’s and severe AE’s, will be sent every (year/quarterly/other) to the ERCs and the sponsor. The sponsor pledges to inform the same organisations of any trial discontinuation and specify the reason for discontinuation. 
13. Adverse Event Monitoring
Local Safety Monitor and Data Safety and Monitoring Committee
Methods and Timing for Assessing, Recording, and Analyzing Safety Parameters
Procedures to be Followed in the Event  of Abnormal Laboratory Test Values or Abnormal Clinical Findings
Halting Rules

14. CLINICAL MONITORING STRUCTURE
This section will describe the study monitoring to be conducted to ensure the safety and conduct of the study complies with ICH Guidelines and the trial’s standard operating procedures

Site Monitoring Plan
15. STATISTICAL CONSIDERATIONS
Determination of the Sample Size

Statistical Methods
Expected analyses and outcomes
16. Data Management
SOURCE DOCUMENTS AND ACCESS TO SOURCE DATA/DOCUMENTS
The investigators will maintain appropriate medical and research records for this trial, in compliance with ICH E6 GCP and regulatory and institutional requirements for the protection of confidentiality of subjects. The principal investigator, co-investigator and clinical research nurses will have access to records.

The investigators will permit authorized representatives of the sponsor(s), and regulatory agencies to examine (and when required by applicable law, to copy) clinical records for the purposes of quality assurance reviews, audits and evaluation of the study safety and progress.

All protocol required information will be collected in Case Report Forms designed by the investigator. All source documents e.g., blood results, radiology reports, will be filed in the CRF. 

All data on the Case Report Forms (CRF) must be legibly recorded in blue or black ink or typed.  A correction should be made by striking through the incorrect entry with a single line and entering the correct information adjacent to it.  The correction must be initialled and dated by the investigator or a designated, qualified individual.  

Any requested information that is not obtained as specified in the protocol should have an explanation noted on the CRF as to why the required information was not obtained.  

17. QUALITY CONTROL AND QUALITY ASSURANCE
Data will be evaluated for compliance with protocol and accuracy in relation to source documents.  The study will be conducted in accordance with procedures identified in the protocol.  SOPs will be used at all clinical and laboratory sites.  Regular monitoring and an independent audit will be performed according to ICH-GCP. Following written standard operating procedures, the monitors will verify that the clinical trial is conducted and data are generated, documented (recorded), and reported in compliance with the protocol, GCP, and the applicable regulatory requirements.  The investigational site will provide direct access to all trial related sites, source data/documents, and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory authorities.

18. ETHICS/PROTECTION OF HUMAN SUBJECTS
This protocol will be approved by xxxxx and xxxx before this study commences. This trial will be conducted in accordance with the current revision of the Declaration of Helsinki, or with the International Conference for Harmonisation Good Clinical Practice (ICH-GCP) regulations and guidelines, whichever affords the greater protection to the subject.

19. Informed Consent Process
Written informed consent will be obtained  …………….

20. Subject Confidentiality
All records will be kept in a locked filing cabinet, which is accessed only by the investigators and the study nurse(s). All computer entry and networking programs will be done with coded numbers and initials only. Only the investigators, the clinical monitor, the ethics committees or any other regulatory agencies, at the request of the collaborator will have access to the records.  Every effort will be taken to maintain confidentiality.

The study protocol, documentation, data and all other information generated will be held in strict confidence. Clinical information will not be released without written permission of the parents, except as necessary for monitoring.

No information concerning the study or the data will be released to any unauthorized third party, without prior written approval of the sponsor. 

21. 
DATA HANDLING AND RECORD KEEPING
The Principal Investigator will be the data manager with responsibility for receiving, entering, cleaning, querying, analysing and storing all data that accrues from the study. He will be responsible for linking the epidemiological and clinical data from the field and the clinic with the laboratory data from the immunology, microbiology, haematology and genetics laboratories.

The data will be entered into the subjects’ CRFs and may be transferred to a database. This includes safety data, laboratory data (both clinical and immunological) and outcome data.
Study Records Retention
Essential documents will be retained until at least 2 years after the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region or at least 2 years have elapsed since the formal discontinuation of clinical development of the investigational product. These documents will be retained for a longer period however if required by the applicable regulatory requirements or by an agreement with the sponsor. It is the responsibility of the sponsor to inform the investigator/institution as to when these documents no longer need to be retained
22. Protocol Deviations
The investigator will conduct the trial in compliance with the protocol agreed to by the sponsor and the regulatory authority and which was given approval by ethics. The investigator will sign the protocol to confirm agreement.

The investigator will not implement any deviation from, or changes of the protocol without agreement by the sponsor and prior review and documented approval from ethics of an amendment, except where necessary to eliminate an immediate hazard(s) to trial subjects, or when the change(s) involve only  logistical or administrative aspects of the trial

(e.g., change in monitor(s), change of telephone number(s)).

The investigator, or person designated by the investigator, will document and explain any deviation from the approved protocol in the protocol deviation file.

The investigator may implement a deviation from, or a change of, the protocol to eliminate an immediate hazard(s) to trial subjects without prior ethics approval. As soon as possible, the implemented deviation or change, the reasons for it, and, if appropriate, the proposed protocol amendment(s) should be submitted:

to ethics for review and approval and, if required,

to the regulatory authority(ies).
to the sponsor for agreement and, if required,

A protocol deviations folder will contain documentation of all pre-planned deviations from the protocol and their justification. 

A protocol violations folder will contain documentation of unplanned protocol violations.

23. 
PLANS FOR DISTRIBUTION OF RESEARCH FINDINGS TO STUDY COMMUNITY


At the end of the study, a research report of the methods, detailed results, and brief conclusions will be prepared for distribution to the collaborators. A simplified lay document will be made available to study subjects.

24. KEMRI  REQUIREMENTS

Funding Source and budget
Transport plans

Use of DSS

Community engagement strategy

Databases and internet connectivity

Administrative matters

25. 17
 REFERENCES

[image: image2.png]



Seed document for developing a study protocol, version 0.1

16/11/2011

PAGE  
2
TB Trial 012 Protocol Version 1

-  -
8 May 2006

