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[bookmark: _Toc482209079]GENERAL INFORMATION 
This document provides additional information regarding the procedures for the recruitment, enrolment and follow-up of adult TB index cases and child participants for the TB-CHAMP trial, as outlined in the study protocol. Whereas every care was taken in its drafting, corrections or amendments may be necessary in future. These will be circulated to the Principal Investigators, the site Principal Investigators and the sponsor by the MRC Clinical Trials Unit (CTU) at UCL, hereafter referred to as the “MRC CTU.”
[bookmark: _Toc285019702][bookmark: _Toc426103533][bookmark: _Toc446080637][bookmark: _Toc480897950]
[bookmark: _Toc482209080]TRIAL ADMINISTRATION	
Please direct all queries to the Trial Manager at MRC CTU in the first instance; clinical queries will be passed to the Trial Physician via the Trial Manager.

COORDINATING CENTRE
	MRC Clinical Trials MRC CTU at UCL
Institute of Clinical Trials and Methodology
90 High Holborn, London, WC1V 6LJ
	Tel: +44 (0) 20 7670 4700
Fax: +44 (0) 20 7670 4816
Email: TBCHAMP.MRCCTU@ucl.ac.uk
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MCC			Medicines Control Council
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PHRU			Perinatal HIV Research Unit
PI   			Principal Investigator
PIS			Patient Information Sheet
QC			Quality Control
REC 			Research Ethics Committee
RIF			Rifampicin
SA MRC 		South African Medical Research Council
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UCT			University of Cape Town  
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[bookmark: _Toc482209082]INTRODUCTION
This section specifies the sources of procedural information available to study personnel, the responsible parties, the responsibilities of the Site Principal Investigators and the process by which each site will be approved to initiate implementation of TB-CHAMP.

[bookmark: _Toc480897951][bookmark: _Toc482209083]1.1 Procedural Information
This TB-CHAMP Manual of Operations (MOP) has been developed to supplement the study protocol with detailed information about how to manage the study overall, and MDR-TB index cases and child/adolescent trial participants enrolled. The MOP consists of multiple more focused guidance documents describing study processes and procedures e.g. communication, patient management, trial management, pharmacy, laboratory plan, safety reporting, quality monitoring and data management. Sites are therefore required to follow procedures outlined in the trial Protocol and the MOP, in its entirety. In the event that the instructions in these documents are not consistent, the Protocol instructions take precedence. 

[bookmark: _Toc482209084]1.2 Purpose of the MOP
The purpose of the MOP is specifically to:
· Make the Protocol operational by defining and standardising procedures clearly
· Facilitate collection of high quality standard data across all sites
· Provide tools, logs, plans and guides for optimal management and implementation of the trial
· Serve as a reference guide for all research personnel participating in the study
· Please note that a separate site laboratory guidance document will address all sample and laboratory relevant aspects.

It is very important that all research personnel read the Protocol and the MOP before they start working on the trial. All trial personnel should also be trained on the trial protocol and relevant supporting documents including the MOP. Should any questions arise during the review of this document or trial protocol, or its interpretation, these should be forwarded to the TB-CHAMP Trial Manager, Charlotte McGowan at TBCHAMP.MRCCTU@ucl.ac.uk.

[bookmark: _Toc482209085]1.3 Updating the MOP
The MOP has been developed in such a way that it can be updated in its entirety or sections of it revised or updated as necessary. Revision of, or updates to, the MOP will be made by the MRC CTU and an updated version circulated to all sites for input. In the event that the study protocol  is updated, the MOP will also be updated so that the MOP always reflects the current protocol. Previously approved versions of both the Protocol and MOP should be maintained at each site, clearly marked as superseded.

Sites will be given an opportunity to review the MOP and subsequent versions e.g. during protocol training and site visits, and suggest areas where their normal practice differs from the guidance in its component parts or suggest edits which will be incorporated prior to dissemination of the first formal version of the document.  Discussions will be held with the MRC CTU and decisions made will be reflected in the ensuing version of the MOP. Any deviations from the visit procedures described in the MOP thereafter must be communicated to the MRC CTU and the sponsor and a Site-Specific Addendum will be added and approved by the MRC CTU before implementation.


[bookmark: _Toc482209086][bookmark: _Toc480897953]2.	RESPONSIBILITIES
[bookmark: _Toc482209087]2.1 TB-CHAMP Collaboration
[bookmark: OLE_LINK1][bookmark: OLE_LINK2]The TB-CHAMP trial is funded by Joint Global Health Trials Scheme of the Department for International Development, UK (DFID), the Wellcome Trust and the Medical Research Council (MRC UK), Grant number MR/M007340/1 and the South African Medical Research Council (SA MRC). The current grant for TB-CHAMP comes from UNITAID as part of the larger BENEFIT-Kids initiative. Trial drugs will be supplied by Macleods, India. 

[bookmark: _Toc482209088]2.2. Sponsor
Stellenbosch University, South Africa is the trial sponsor and has delegated responsibility for the overall management of the TB-CHAMP trial to the MRC CTU through a collaborative contractual agreement. Queries relating to sponsorship of this trial should be addressed to the MRC CTU, the trial manager or the trial Principal Investigator, Anneke Hesseling, at Stellenbosch University. 

Investigators and clinical trial centres from multiple sites in South Africa were chosen as they fulfilled a set of basic criteria and have adequate resources for the trial as defined in the Protocol. These centres are shown in Table 1.  TB-CHAMP opened initially with three sites in South Africa, with two further sites opening in September 2021.

Table 1.  TB-CHAMP Clinical Trial Sites
	Site
	Principal Investigator
	Site

	Desmond Tutu TB Centre, Cape Town
	Prof. Anneke Hesseling

	Desmond Tutu TB Centre (DTTC), Department of Paediatrics and Child Health, Faculty of Medicine and Health Sciences, Stellenbosch University

	Shandukani, Johannesburg
	Dr. Lee Fairlie
	Wits RHI Shandukani Research Centre (SRC), Hillbrow Health Precinct, Corner Esselen Street & Klein Street, Hillbrow, Johannesburg, Gauteng, 2012, South Africa

	Matlosana, Klerksdorp
	Prof. Neil Martinson

	Perinatal HIV Research MRC CTU (PHRU), P.O Box 114 Diepkloof, Soweto, Johannesburg, 1864, South Africa 

	
Tuberculosis & HIV Investigative Network, Pietermaritzburg

	Dr. Suzanne Staples
	THINK 
KwaZulu Natal 
Section 14 
Block 4, Nguni Park 
4 Lucas Road 
Hillcrest 
3610 

	Wits Health Consortium Jose Pearson Hospital, Port Elizabeth
	Dr. Judy Sparg
	Isango Lethemba TB Research Unit 
Jose Pearson TB Hospital 
Mission Rd 
Bethelsdorp 
Port Elizabeth, 6200 



Below is a summary of the responsible parties in the TB-CHAMP Collaboration and their key responsibilities. Further details of all the focal persons working on the trial at the sites and with collaborators are provided in the separate Trial Communication Plan.

· Site Principal Investigators (PIs) are responsible for ensuring that the trial is conducted in compliance with the approved protocol, any other documents provided by the Sponsor or their representative, the Declaration of Helsinki, the principles of Good Clinical Practice (GCP), as laid down by the ISCH topic E6 Guidance and applicable national regulations. Site PIs will be required to sign Investigator Statements (Template 1 in the Trial Management Guide).
· MRC CTU is responsible for ensuring that the MOP is appropriate and is implemented by the trial sites, in addition to managing the trial. This includes development and maintenance of the database and overall data management and statistical aspects of the trial. 
· Desmond Tutu TB Centre is responsible for the Social Science aspects of the trial
· Desmond Tutu TB Centre is leading the Health Economics component of this trial with collaboration from the Economics Department, Stellenbosch University.
· The Diagnostic/Biomarker/Microbiome and molecular sub studies are led by Desmond Tutu TB Centre with various collaborative parties including Department Medical Microbiology (Andrew Whitelaw), the Stellenbosch Immunology Group (Gerhard Walzl), Imperial College London (James Seddon) and Division of Molecular Biology, Stellenbosch University (Robin Warren).
· Macleods Pharmaceuticals Ltd is supplying and labelling trial drug and placebo
· The pharmacokinetic sub-study will be completed at DTTC prior to opening the TB-CHAMP trial to randomisation, and is therefore not included in this MOP.

[bookmark: _Toc446080645][bookmark: _Toc480897954]2.3 Site Responsibilities
The Site Principal Investigator (PI) may delegate work involved in conducting the study to other study staff members. However, delegation does not relieve the PI of his/her ultimate responsibility for all study procedures performed and all study data collected. All responsibilities delegated by the PI must be documented including which duties are delegated, to whom they are delegated, and for what period of time, as required on the Signature List and Delegation of Responsibilities Log (Template 2a), with duties assigned to each staff member being selected from the Delegation Log Code List (Template2b).

In addition to Protocol section 2 provisions, the Site PIs and study sites are responsible for:
· Protecting the rights, safety and welfare of the study participants.
· Ensuring that designated staff are trained in the purpose of the study and the proper conduct of study procedures (patient identification, consenting, data collection, clinical procedures, etc.).
· Ensuring that all study staff are trained/certified for their respective study roles. In addition, that tasks delegated to staff members have been properly documented. All staff are expected to perform tasks as delegated by the PI or the PI’s delegate and are not to conduct study activities not authorised by the PI. 
· Controlling the distribution of study drug to trial participants at their site.
· Obtaining and sending MRC CTU a list of the local Ethical Committee’s (EC’s) requirements for reporting protocol violations, adverse events/serious adverse events, etc.
· Onward reporting of protocol violations, adverse event and serious adverse events as per their local Ethics Committee (EC) requirements. 
· Obtaining copies of applicable local and national public health regulations and guidelines pertinent to study procedures; establishing local Standard Operating Procedures (SOPs) and training appropriate staff members to ensure adherence to these regulations and guidelines.
· Implementing and conducting study procedures as required by the protocol and in accordance with International Conference on Harmonisation/Good Clinical Practice (ICH/GCP) standards and applicable regulatory requirements.
· Responding quickly and efficiently to requests from MRC CTU. 

[bookmark: _Toc482209089]2.4 Study documents and terminology
Please note the following standard terminology used throughout the MOP.
· Case report forms (CRFs) are named “Forms”. These will be entered from the paper-based forms into the electronic database.  All data will be dual captured.
· Logs (e.g. adverse event log) are named “Logs”. Some logs are for data entry while the majority are regarded as essential source documents but are not entered into the database (e.g. TB index case and child screening and enrolment logs). Some logs will be site-specific only (e.g. where there is no trial pharmacy on-site) 
· Source documents are additional other trial documents used on–site and which do not require database entry. Examples include hospitalization notes, road to health cards, progress notes.
· Templates are additional site documents required for trial management. These are usually not for data capture.


A summary of CRFs, logs and templates is included in tables 2 a-d.

Table 2.  Summary of study documents

	Table 2 a. Summary of study CRFSs (“forms”) (for database entry)

	Number
	CRFs/form name 

	Form 1
	MDR-TB Index Case Screening

	 
	MDR-TB Treatment Register Index Case Outcome  (linked to routine edata retrospectively - not for site capture)

	Form 2
	MDR-TB Index Case Form

	Form 3
	MDR-TB Child and Index Case Research Microbiology

	Form 4
	HH (household) Enumeration

	Form 5
	HH (household) Sociodemographic Profile 

	Form 6
	Child Screening and Eligibility

	Form 7
	Child Investigations

	Form 8
	Local Chest X-Ray

	Form 9
	HIV Status Investigations

	Form 10
	Child Enrolment  

	Form 11
	Child Randomisation

	Form 12
	Child Follow-up (this includes reported adherence challenges)

	Form 13
	Adverse Event Form 

	Form 14
	Palatability and Acceptability

	Form 15
	Adherence Summary (end of treatment phase)

	Form 16
	Final Visit

	Form 17
	TB End Point Review Information

	Form 18
	Follow up for TB Treatment

	Form 19
	Immunisation Log

	Form 20
	Investigational Medicinal Product (IMP)  log

	Form 21
	Concomitant Medication Log

	Form 22
	Cumulative ART Log

	Form 23
	Participant Adverse Event Log

	Form 24
	Blinded Endpoint Review Form



	Table 2 b. Summary of study logs (not for database entry)

	Number 
	Log name

	Log 1
	Index Case Pre-screen

	Log 2
	Index Case Contact Tracking

	Log 3
	Index Case Screening and Enrollment

	Log 4
	Household Contact Tracking

	Log 5
	Child Screening and Enrollment

	Log 6
	BARC Sample Tracking Log (all trial samples excluding stool at DTTC) 

	Log 7
	Investigational Medicinal Product (IMP) Tracking

	Log 8
	Reimbursement

	Log 9
	Withdrawal Log

	Log 10
	Reportable AEs Log 

	Log 11
	Protocol Deviation

	Log 12
	Lost To Follow Up (LTFU) Log 



	Table 2 c. Summary of templates/site regulatory documents 

	No
	Name

	1
	Investigator Statement

	2a
	Signature List and Delegation of Responsibilities

	2b
	Delegation Code List

	3
	Study Start Approval Form

	4
	Study Overview (refer to protocol summary) 



	Table 2 d. Summary of essential source documents 

	Number
	Source documents

	SD1
	MDR-TB Index Case Contact Details

	SD2
	Child and Caregiver Personal Details

	SD3
	Adult TB Symptom Questionnaire

	SD4
	Child TB Symptom Questionnaire

	SD5
	Child Drug Prescription

	SD6
	Treatment Card (child)

	SD7
	Home Visit/Attempt to Contact Form

	SD8
	Corrective Action Plan Report

	SD9
	Index Case IC Comprehension and QC checklist

	SD10
	Parent/Legal Guardian/Carer IC Comprehension and QC Checklist

	SD11
	Medical Certificate (as required, e.g. to prove clinic attendance)

	SD12
	Progress Notes

	SD13
	Referral Letter (after enrolment)

	SD14
	Referral Letter (end of study drug phase)

	SD15
	Referral Letter (end of study) 

	SD16
	Appointment Card/Study Visit Passport

	SD17
	Referral Letter for Household Contact 


[bookmark: _Toc446080646][bookmark: _Toc480897955]
2.5 Site Activation 
The TB-CHAMP Trial is committed to developing qualified, trained staff to conduct the study. The TB-CHAMP trial will comply with Good Clinical Practice and Human Subject Protection training requirements for all clinical and other research staff. 

Site specific training and activation requirements: 
· The Site PI will ensure that all staff are adquately trained in their respective study-specific function. The Site PI will work in close collaboration with the site study coordinator (SCO).
· Study specific training will be provided in various formats and durations depending on the training needs of the respective sites.  E.g. database training may occur via remote electronic link etc. 
· Study specific (protocol) training will ensure that all study staff are familiar with the day-to-day running of the trial in accordance with protocol, the trial MOP and other site SOPs.
· Protocol training will also ensure standardization of study implementation and study measures across studies so that data can be combined from multiple sites. 
· Site initiation training will be conducted to increase effectiveness, jointly discuss issues that are not clear and identify areas for future training.
Prior to undertaking any formal study activities, each site must obtain all necessary local approvals and provide MRC CTU with the following documents: 
· Completed Investigator Statement (Template 1), signed by the Site Principal Investigator.
· Signed Signature and Delegation of Responsibilities Log (Template 2a,) completed by all personnel participating in the trial, and personnel contact details. Template 2b, the Delegation log code list, complements the Delegation of responsibilities (2a).
· The MRC CTU must be notified of any changes to trial personnel and/or their responsibilities. An up-to-date copy of this log must be stored in the Investigator Site File (ISF) at the site and also at the MRC CTU.
· Confirmation of drug being cleared through customs by the site, checked and stored in the site’s trial pharmacy. 
· Upon receipt of the above documents at the MRC CTU, a Study Start Approval Form (Template 3) will be sent to the PI as a green light for the site to start recruiting patients.

Further details on how to manage the TB-CHAMP trial are documented in the Trial Management Guide section of the MOP, including record keeping, managing study and participant files, ethics and regulatory requirements, source documentation, study supplies, flow of study information, study reporting requirements and staff requirement

[bookmark: _Toc482209090]3.INFORMED CONSENT 
[bookmark: _Toc446080658]Informed consent is a process by which an individual voluntarily expresses his/her willingness to participate in research, after having been informed of all aspects of the research that are relevant to his/her decision. Informed consent must be obtained from parents or legal guardians for child participants prior to undertaking any study screening or enrolment procedures. Informed consent is an ongoing process that continues throughout the study, during both the treatment and follow-up period.

The informed consent obtained from the Index Case includes permission to approach and visit the household. No additional formal consent process is required for the other household contacts (who are not trial participants). 

The age of consent is 18 years and above.  All adult MDR-TB index cases will be 18 years and older. Assent will therefore not be required in adult MDR-TB index cases. 


[bookmark: _Toc482209091]3.1 Parent/Legal Guardian/Primary Carer
The target population of TB-CHAMP is children/adolescents between 0 and < 18 years of agewho should be seen at the research site with a parent/legal guardian or other delegated caregiver. It is important to identify the parent/legal guardian and primary carer of a potential candidate at the child/adolescent’s initial screening consultation, as both need to fully understand the trial and the level of participation involved. The parent/legal guardian needs to sign the consent forms in the trial, should he/she want the child/adolescent to take part, and should the child be eligible. The parent/legal guardian and primary carer may not be the same person for some children/adolescents. The person identified as the primary carer may vary from site to site but typically is the person who:
· Spends most time with the child/adolescent
· Provides food for the child/adolescent
· Administers medication to the child/adolescent

Note: The parent/legal guardian must be present at visits when the following information is collected:
· Consent is taken, and both at screening and enrolment (where randomisation occurs).
· Contact details are collected at screening and at trial enrolment.
At follow-up visit, another designated caregiver may bring the child/adolescent for study visits.

[bookmark: _Toc482209092]3.2 Enrolment of child participants
The parent/legal guardian of the child/adolescent does not need to be present at all trial-related clinic visits. However, an alternative designated adult carer should be present at all study visits. Any questions they have should be answered by the study doctor, research nurse or research counsellor. If the parent/legal guardian cannot read, an impartial witness must be present when consent is taken and the information sheet/case report form questions at screening and enrolment are read to them. Research counsellors would typically obtain informed consent and any other clinical staff who obtain consent will be signed onto the delegation log.  

If the parent/legal guardian is also the child/adolescent’s primary carer, he/she should nominate another one or two carers who will be responsible for the child’s welfare in the event that they are unable to continue caring for the child/adolescent. Should the parent/legal guardian die or permanently change for any other reason, and the child/adolescent must be re-consented for the trial by the new legal guardian signing a new Informed Consent form. Study teams should enquire at each and every visit whether there have been any changes to the parent and/or the legal guardian’s contact details or status (See caregiver updated contact details source doc, SD2).

[bookmark: _Toc446080660]If the primary carer remains the same but a different carer(s) brings the child/adolescent to the clinic for visits, there is no need for a new Contact Details form to be completed. If the primary carer changes and the family is still deciding on who the new primary carer for the child/adolescent should be, document this carefully in the clinical notes and wait until the new primary carer is confirmed before signing a new consent form and updating the contact details.

[bookmark: _Toc482209093]3.3 Informed consent process
Informed consent is rooted in the ethical principle of respect for persons and is not merely a form or a signature, but a process, with four key considerations: information exchange, comprehension, voluntariness, and documentation. Written screening informed consent can be obtained either at home or at the research facility (clinic). Review of the informed consent will be noted in the standard informed consent comprehension and quality control checklist completed for each study participant. An additional quality control check of the consent will be done by a second staff member while the carer is still present, on-site (e.g. at home or at the research site), to minimise errors, before the consent form is returned for central storage.

Note: Each site is responsible for establishing their own SOP for obtaining informed consent from index cases and from the parent/legal guardian of participating child/adolescent household contacts, based on adherence to international and South African regulatory requirements. SOPs for obtaining informed consent should be sent to CTU for approval. 
[bookmark: _Toc446080661]
[bookmark: _Toc480897956][bookmark: _Toc482209094]3.4 Information Exchange
· It is the responsibility of the site PI or his/her designee to deliver all required information in a manner that is understandable to the parent and/or the legal guardian. The parent and/or the legal guardian should be given a copy of the parent and carer information document in their preferred local home language at the screening visit, so that they may read along during the consenting process. 
· It is the responsibility of the study personnel to:
· Exchange the information in the consent in a manner that is easily understood by potential participant caregivers.
· Verify the parent or legal/guardian’s literacy. If they are not literate, ensure that they agree to have a witness being present during the entire consent process. 
· Verify the witnesses’ literacy and ensure that they are impartial i.e. are not part of the study team and are able to stay for and observe the entire consenting process.
· The witness should be able to verify that, to the best of his/her knowledge, whether or not the carer understood and agrees with the informed consent form.
· It need not be the same witness present at both the screening and enrolment visits. The primary carer may also provide their own witness. If no witness is available, the child of the illiterate parent/legal guardian should not be screened or enrolled.
· Read the informed consent form to the carer section by section, omitting nothing. Verbally review the information provided. For example, you may note the main point described in each paragraph of the informed consent form, and ask if the candidate has questions or concerns about that point.
· Listen carefully to evaluate the questions and/or concerns expressed by the parent and the carer and discuss these thoroughly with them. As much time as needed should be taken to address all their questions and concerns. All of the questions and concerns raised should be documented in the consent comprehension and QC checklist.
· Each parent and primary carer might have different perspectives, and will understand things differently. Staff administering the consent process should ensure that each parent and primary carer who signs the informed consent form have a full understanding of the nature of their child’s participation.

[bookmark: _Toc446080662][bookmark: _Toc480897957]The same principles apply to consenting adult MDR-TB index cases, who will be providing consent for their TB episode data to be collected and their households to be visited by the study team, as opposed to child/adolescent participants, who will be randomised to a study intervention. All MDR-TB index cases will be 18 years or older and will provide informed consent for their own participation.  If they are not literate, the research team should ensure that the MDR-TB index case agrees to have a witness being present during the entire consent process. As for child/adolescent participants, the researcher should also verify the witnesses’ literacy and ensure that they are impartial i.e. are not part of the study team and are able to stay for and observe the entire consenting process. The witness should be able to verify that, to the best of his/her knowledge, the MDR-TB index case understood and agreed with the informed consent form. If no witness is available, the illiterate adult MDR-TB index case should not be screened or enrolled.
 
[bookmark: _Toc482209095]3.5 Comprehension 
· Caregivers/legal guardians or adult MDR-TB index cases must not be asked to agree to take part in the study, or sign the informed consent form, until they fully understand the study. Study personnel are responsible for ensuring that the parent and/or primary carer and the MDR-TB index case understand the study prior to signing the informed consent form and before undertaking any study procedures. 
· This comprehension check is done by asking them some questions using the site-specific Patient Informed Consent Comprehension and QC Checklist. The entire process of the Informed consent administration should be documented in the informed consent Comprehension and QC checklist (including time started, time completed, questions asked, answers provided, protocol and consent versions used, language administered in, other relevant comments, etc.).
· If the responses from the parent/legal guardian or the MDR-TB index case to the questionnaire or other methods used to assess comprehension indicate misunderstanding of certain aspects of the study, please review those aspects again until the parents/legal guardian or the MDR-TB index case fully understands them. If full understanding is not achieved after all possible efforts are exhausted, the parent/legal guardian or the MDR-TB index case should not be asked to sign the informed consent form and the participant should not be screened for or enrolled into the study if they:
· Clearly are not able to demonstrate adequate understanding of the study
· Still have concerns about possible adverse impacts on him/her if he/she were to take part in the study
· Indicate that they may have difficulty adhering to the study requirements.


[bookmark: _Toc446080663][bookmark: _Toc480897958][bookmark: _Toc482209096]3.6 Voluntariness
Informed consent should be obtained in a setting free of coercion and undue influence, without overstating the possible benefits of the study, nor understating the risks. Emphasise that the child’s routine other medical care will not be affected by their decision to take part or not take part in the study.  The child/adolescent’s MDR-TB preventive care will be affected by study participation, given highly variable standard of local care at sites and the use of a placebo. The parent and the legal guardian should be encouraged to take as much time as they need — and to talk about their potential participation with others, if they choose— before making a final decision.

[bookmark: _Toc446080664][bookmark: _Toc480897959][bookmark: _Toc482209097]3.7 Documentation of the consent process
Informed consent must be documented by the use of a written informed consent form approved by the relevant ethics committees and signed and dated by the parent or their legally authorised representative in the case of children/adolescents, or by the MDR-TB index case, or their legally authorised representative, at the time of consent. To fulfil this requirement, complete all signatures, print name and date blocks on the informed consent form(s). The witness signature section should be completed by the witness when the parent/legal guardian cannot sign their name or have used a thumbprint for their signature. When answering yes to the consent questions, the parent/legal guardian or the MDR-TB index case should use a thumbprint if illiterate. The entire process of the consent being administered should be documented in the Informed Consent Comprehensive and QC checklist.  For the adult index case, use the Index Case Comprehensive and QC checklist (SD 9). This document may also be modified to include additional site-specific requirements as needed. For child participants, use the Parent-Legal guardian-Carer IC Comprehension and QC Checklist (SD10). This document may also be modified to include additional  site-specific requirements as needed.

It is essential that the date documented on the informed consent form either precedes or coincides with the study screening date. All dates must be written on the actual date the document has been signed. No back-dating or future-dating of informed consent forms (or any other study document) is allowed.

Enter a note in the relevant informed consent QC/checklist documenting that informed consent was obtained prior to the initiation of any study procedures. Two copies of the consent form should always be made (i.e. 3 versions in total). The implementation will depend on the local site setup. E.g. the parent/legal guardian could be asked to sign and date three original informed consent forms if it is difficult to obtain photocopies in a remote clinical site.  Alternatively, 2 copies can be made on-site. The parent/legal guardian should be given a copy of the entire informed consent form (not just the signature pages). If they opt not to receive a copy, document this in the Informed Consent QC tool SD 10). This copy should then also be filed in the participant folder, along with the first copy. 

[bookmark: _Toc446080665]The signed informed consent forms will be considered a permanent part of the participant’s records and must be maintained in the participant’s study file, in a secure location. All pages of the informed consent form must be filed, not just the signature page only, as per SA GCP. Ensure that the participant’s and the parent/legal guardian’s name is documented exactly the same on all study documents. Initials should not be used in the place of a participant’s or a parent/legal guardian’s full surname. Initials should not be used in the place of full first names at any time. The study monitors will confirm that the participant’s name as written on the consent form matches the name recorded on the Enrolment Log exactly, if they are enrolled. Notes regarding errors on the informed consent forms may be documented on the consent QC and comprehension document and on the actual informed consent form, as appropriate.  Each site will refer to their site specific SOP guidelines for Obtaining Informed Consent, in addition to the minimum requirements outlined in this MOP.  

[bookmark: _Toc482209098]3.8 Study specific informed consents
All sites will follow the guidelines of their site specific SOP in obtaining consent from participants. 

The following consents need to be obtained:
· Consent from the MDR-TB Index Case prior to enrolling into the study (Adult MDR TB Index Case Consent Form)
· Consent from the parent/legal guardian prior to child/adolescent being screened for the study (Parental Consent Child Form). There is no additional screening consent for child/adolescent participants. One consent form only will be used for children/adolescents which will include consent for both screening investigations and enrolment.  
· Assent for children in the household (7-11 years) and assent for children/adolescents in the household (12-17 years)
· 
Note: If individual sites require an additional consent for future use of samples (e.g. biomarkers. diagnostics), they need to comply with local ethics guidelines. Sampling of children/adolescents and future use is already addressed in the main child participant informed consent form.  No human genetics consent is obtained for the trial (human genetics is only relevant to the PK lead-in study completed at a single site, DTTC, and not relevant to the main trial). Sites need to follow their local ethics committee guidelines for consents.

3.8.1 [bookmark: _Toc482209099]Consent for MDR-TB Index Cases: Adult MDR TB Index Case Consent Form
The guidelines outlined above for child/adolescent participants also need to be followed for the consenting process of adult MDR-TB index cases. 
· The personnel responsible for recruitment will contact the MDR-TB index case and discuss the study and their potential participation. Contact may be made at the health facility, telephonically, or via a home visit. At the time of the first contact, the MDR-TB index case’s eligibility should be verified. 
· If the index case is interested, and willing to hear more about the study, recruitment staff will meet with the index case (at the health facility i.e. TB clinic, at home, or at the study facility) in order to take formal written consent to provide the study team access to TB episode data and conduct a home visit. Eligibility needs to be verified again at this time. Complete the MDR-TB Index case contact details document (SD1). Personnel responsible for recruitment need to provide the index case with a full copy of the informed consent document in their preferred home language. 
· The index case may need time to read this document, and make a decision, and informed consent may need to be taken at a subsequent visit if required (e.g. the index case may first want to discuss with the household).
· Personnel responsible for recruitment will obtain written consent from the possible index case to:
· Extract TB episode data from available TB treatment registers and electronic databases at respective referral sites (e.g. laboratory databases, clinical notes, the TB register).
· To conduct a household visit to enumerate the household and identify potential eligible child/adolescent contacts. No additional consent/permission is formally sought to approach the household. The index case is expected to consult with other household members prior to giving informed consent for study participation, which may include a home visit.
· If the index case refuses consent or the household does not want to part of the study, the household is ineligible and no household visit or recruitment will be carried out for this household. 
· If the index case chooses to participate in the study, the Adult MDR-TB Index Case Consent Form will be signed and an adult index case participant identification number will be assigned to the index case.  
· A copy of the full signed informed consent form (all pages) is given to the participant and another full copy is filed in the participant folder as per SA GCP guidelines.
· The same guidelines regarding the use of an impartial witness apply to illiterate MDR-TB index cases as to illiterate parents/legal guardians of child/adolescent participants. 
· The following logs should be completed for the adult MDR-TB index case: Index case pre-screening log (Log 1): this log identifies potential MDR-TB index cases who could be approached for study participation. Information regarding these index cases can be sourced from a TB treatment register, laboratory surveillance, or clinical/hospital notes. 
· Once MDR-TB index cases have been approached for study participation, and consent has been administered, they need to be entered onto the MDR-TB index case screening and enrolment log (Log 3). 
· An electronic extract of the index case screening and enrolment log (log 3) should be provided to MRC CTU every month, with all patient identifiers removed. This will allow for capture of reasons adult MDR-TB index cases have been screened out and allow ongoing surveillance of screening and enrolment practices across sites. 

3.8.2 [bookmark: _Toc482209100]Consent from the parent/legal guardian prior to child/adolescent being screened for the study (Parental Consent Child Form)
· Once a child/adolescent has been deemed to be potentially eligible to be part of the study (based on medical history, parental reporting), the study personnel will explain the purpose of screening and enrolment and what the study visits entail, in detail. The child/adolescent may still be screened out after formal screening procedures (e.g. may be found to have TB disease during screening).
· The study personnel will ensure that the parent/legal guardian clearly understands all information and is willing for their child/adolescent to participate in the study.
· The study personnel will ensure that the parent/legal guardian understands the activities involved for possible enrolment. The study personnel will administer an informed consent comprehension and QC checklist to the parent/legal guardian (SD 10).
· If the parent/legal guardian demonstrates understanding and chooses for their child/adolescent to participate in the study, the consent is signed and dated. A full copy is given to the parent/legal guardian and another full copy is filed in the participant folder. 
· Study personnel will obtain informed signed consent for:
· The time period required for the study,
· All study investigations including medical examinations, blood draws and laboratory procedures done at each visit, treatment arm allocation and drug regimen 
· Regular follow up visits and maintaining contact with the research team
· Understanding of the possible side effects and the risks and benefits of the study as outlined in the informed consent document.
· Once potential child/adolescent participants have been approached for study participation and consent been administered, they need to be entered onto the child/adolescent screening and enrolment log (Log 5). 
· An electronic extract of the child/adolescent screening and enrolment log (Log 5) should be provided to MRC CTU every month, with all patient identifiers removed. This will allow for capture of reasons for why child/adolescent participant have been screened out, and provide ongoing surveillance of screening and enrolment practices across sites. 

3.8.3 [bookmark: _Hlk78188289]Assent for children in the household (7-11 years) and assent for children/adolescents in the household (12-17 years)
Due to the widening of TB-CHAMP criteria under protocol v3.0 dated 9th February 2021, assent will also need to be taken from older child/adolescent participants. This is in line with South African regulations regarding ages for assent. The process of taking this assent is similar to the one outlined above for taking informed consent from the parent/caregiver. 


4. [bookmark: _Toc482209101]RECRUITMENT AND SELECTION OF CHILD STUDY PARTICIPANTS
This section provides an overview of requirements and procedures for identifying, recruiting and screening child/adolescent participants in the study.

[bookmark: _Toc446080648][bookmark: _Toc482209102]4.1 Target recruitment


A total target of 1009 household contacts < 18 years old of adult MDR-TB index cases from approximately 505 randomised households across 5 sites will be studied.  Adult MDR-TB index cases are the route of entry for child/adolescent household contacts to be approached and enrolled.  Please refer to Figure 1 for an overview of the study flow. 
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Figure 1. Recruitment Flow Chart

Identify adult MDR-TB index case (via TB clinic/ hospital/TB registers)
Adult MDR-TB index case eligible 
Extract routine TB episode data from medical records, registers or laboratory 
Adult MDR-TB index gives consent (including permission to approach the household)
Approach adult MDR-TB index case re household contact participation (including ≥ 1 child/adolescent contact <18 y)




If child over 7 or reaches this age throughout the course of the trial, a separate assent will need to be taken from the participant
Approach household, enumerate household members and  complete symptom screening in all adult and older child household members, referring for further investigations and care as necessary. 
Consent and screen child household contacts <18 years.
If household not eligible:
refer household members for standard of care as appropriate
Adult MDR-TB index case declines

Adult MDR-TB index case not eligible


[bookmark: _Toc446080649]
[bookmark: _Toc482209103]4.2 Eligibility determination
It is the responsibility of the site PI, and other designated personnel, to ensure that only those child/adolescent participants who meet the eligibility criteria are enrolled in the study. There will be no exceptions to eligibility requirements. Questions about eligibility criteria should be addressed to MRC CTU prior to attempting to enrol (randomise) the child/adolescent participant. Below are the summary eligibility criteria for TB-CHAMP, for which adult index cases and child/adolescent participants must fulfil all the inclusion criteria and none of the exclusion criteria in order to be enrolled into the study.

· MDR-TB index cases are eligible if they have MDR, pre-XDR or XDR TB (this should be confirmed by a trial clinician based on TB microbiology laboratory reports from the routine verified NHLS results e.g. from the Trakcare system). 
· Child/adolescent household contacts are eligible when consent is obtained from the MDR-TB index case and one or more children/adolescents younger than 18 years are living or have lived in the household within the last 6 months, and there are no known drug-susceptible TB source cases. If a subsequent child/source case is found to have MDR-TB, the household (and other children/adolescents under 18 years living there) are still eligible.
· If a parent/guardian does not provide consent for a particular child/adolescent, other children/adolescents in the household could still be randomised, assuming parent/legal guardian consent is obtained (i.e. other children/adolescents in the household may still be eligible).

[bookmark: _Toc482209104]4.3 Adult index case inclusion criteria

1. Age ≥18 years 
2. Bacteriologically confirmed pulmonary TB diagnosed from a sputum sample, having started treatment for MDR-TB within the preceding 6 months* 
3. Genotypic or phenotypic resistance to INH and RIF. If only tested by Xpert MTB/RIF or MTB/RIF Ultra or other approved molecular tests e.g. line probe assay, the index case can be included if RIF-resistant, without other confirmed DST; i.e. confirmation of both RIF and INH resistance is not required. 
4. Written informed consent from the index case (or a close relative if the index case is deceased prior to the completion of screening) 
5. At least 1 household contact below the age of 18 years reported to have been residing in the same household as the adult index case in the previous 6 months 
*Assessment may be made, on a case-by-case basis, regarding the risk of the child/adolescent’s ongoing exposure if the index case is not adherent to MDR-TB treatment or remains infective. The core trial team should be consulted before enrolment of such children/adolescents. 
4.4  Adult index case exclusion criteria
1. MDR-TB with genotypic or phenotypic resistance to FQN


[bookmark: _Toc482209105]4.5 Child/adolescent participant inclusion criteria
1. Child or adolescent <18 years who is a household contact of an adult MDR-TB index case (as stated under adult MDR-TB eligibility criteria). 	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Not sure what is happening with numbering/formatting here
2.  Primary residence in the household of the adult MDR-TB index case or any contact resulting in significant exposure of the child (Refer to Section 3.5 for definition of significant exposure outside the household) 
3. Consent from the parent or legal guardian for the child/adolescent for HIV testing 
4. Consent obtained from the parent or legal guardian for the child/adolescent to be enrolled 
5. Assent obtained from any child/adolescent 7 years or older 
6.  If ≥5 years and < 18 years of age, the child/adolescent must have a positive IGRA test before enrolment unless HIV positive 

Note: children < 5 years of age are eligible regardless of IGRA status. All HIV-positive children <18 years of age are eligible regardless of IGRA test status. 
[bookmark: _Toc434928458][bookmark: _Toc482209106]4.6 Child/adolescent participant exclusion criteria
Child and adolescent participants should not have any of the exclusion criteria below. 

1. TB disease at enrolment (please note that the workup and diagnosis of active TB disease may require some time and that up to 6 weeks is allowed for child/adolescent participants to still be deemed eligible, i.e. enrolment may be deferrred if TB disease is suspected based on clinical or radiological grounds and with TB microbiological testing still pending).	Comment by Campos, Marta: Ensure references to child or children are consistently updated throughout the whole document to say child/adolescent or children/adolescents
2. Currently on INH or a FQN (e.g. LFX, MFX, oflaxacin or ciprofloxacin) for ≥14 days. TB preventive therapy may be interrupted provided that the child/adolescent participant is recruited into the study as soon as possible. 
3. Treated for TB in the previous 12 months 
4. Known concurrent exposure to an INH-susceptible (including RIF mono-resistant) index case 
5. Weight below 3.0kg 
6. Positive pregnancy test at enrolment. Note: in females who become pregnant on study, continuation on study will be allowed. 
7. 6 months or less post-partum 

· Children/adolescents cannot be recruited into the trial if there is known concurrent exposure to an INH susceptible index case.  Therefore, if an additional TB index case who has DS-TB is identified in the household, that household would be ineligible and children referred for INH therapy, as per protocol guidelines for child contact management (protocol section 4.6).	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: I think this section should be under number 4
· If the main MDR-TB index case is confirmed to have RIF mono resistance only at screening (i.e. before the child/adolescent is enrolled), then the child/adolescent is also not eligible. If the child/adolescent has already been enrolled, and the index case is only found to have RIF monoresistant TB subsequently (i.e. based on the results of the research sputum sample), the child will remain on study but will not receive study drug. Such children should be referred for INH preventive therapy. The unncessary enrolment of such child contacts should be carefully avoided.



Please note the following important windows pertaining to child/adolescent participant screening and enrolment:  
· A  2-week maximum window period  is allowed from identifying and consenting the MDR-TB index case, to visiting and enumerating the household including child/adolescent contacts. 
· An additional 2-week maxium window period  is allowed from identifying possible child /adolescent particpants at the household to formally screening them.
· If a child/adolescent is symptomatic or requires further TB workup, up to 6 weeks is allowed to exclude active TB/other conditions (i.e. enrolment is deferred for up to 6 weeks) 
· In addition, the child/adolescent may also present with new symptoms between having been initially identified, to being formally screened by the study team. A total of 12 weeks may therefore be maximally allowed to enroll child/adolescent household contacts. This long period is not anticipated in the vast majority of cases and should be the exception.

[bookmark: _Toc482209107]5. PRE-SCREENING, SCREENING AND ENROLMENT	Comment by Campos, Marta: Ensure numbering for headings is correct (and that it matches the table of contents numbering)
To enable site personnel to identify and recruit the most suitable target population for this study, determination of eligibility has been split into the following stages:

[bookmark: _Toc480897960][bookmark: _Toc482209108]5.1 Pre-screening procedures (relevant to Adult MDR-TB index Cases only)
Pre-screening is when adult MDR-TB cases are identified and approached for possible participation in the study. Potential index cases will be identified from hospital/routine clinic TB registers, laboratory databases and/or surveillance sites, referral by treating physicians, community health workers or routine or study personnel at the study sites.  Previously, Log 1 (MDR-TB index case pre-screening log) was used to document all identified potentially eligible MDR-TB index cases. After the introduction of Mobilise software, all referrals for index cases should be entered onto this platform. The index cases will be contacted and briefly informed about the study and what the study entails. This could occur telephonically, or at the site where the index case is identified.  Index case contact details should be captured in Log 2 (MDR TB index case tracking).	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: I think we need to decide whether we will continue using the pre-screen logs, or whether we will rely on Mobilise. At the moment a bit confusing, especially for new sites. I think we will need to make it clear if we expect both.	Comment by McGowan, Charlotte: I would be happy to rely on Mobilise but we would need to ensure all sites are using this appropriately – would definitely help with new mobilise training

The eligibility criteria for potential MDR-TB index cases are as per section 4.3. Should the index case show interest in the study and seem to be eligible (i.e. found to fulfil all of the inclusion criteria), study personnel will record the details of these potential index cases on the Index Case Pre-screening log (Log 1).  

Study personnel should also complete the Index Case Contact Details form (SD1). Plans will then be made to obtain written informed consent from the adult MDR-TB index case in order to collect routine clinical and laboratory TB and HIV data. The Informed Consent process is detailed in Section 3, and could take place in the clinic/hospital, at home, at the study site, or in any suitable place acceptable to both the adult index case and the study personnel.

[bookmark: _Toc482209109]5.2 Screening (MDR-TB index cases) and household enumeration 
Screening index cases: Formal screening of the adult index cases may occur during a TB clinic or home visit or at the research site, as needed. Only after the informed consent process has been completed, are formal screening procedures done in adult MDR-TB index cases. Form 1 (MDR-TB Index Case Screening Form) and Form 2 (MDR-TB Index Case Form) are completed following screening. Log 3 (MDR-TB Index Case screening and enrolment log) should also be completed and be sent to MRC CTU monthly. Attempts to contact the MDR-TB index case should be documented on Log 2 (index case tracking log, not for data capture).
Household visits: At the first household visit, study personnel will enumerate the household (Form 4 - Household Enumeration).  A maximum period of 2 weeks is allowed between identifying the adult MDR-TB index case and visiting the household. For adults with signs or symptoms of TB, study personnel should complete the Adult TB Symptom Questionnaire (SD 4) and refer, only if any TB symptoms are reported. The socio-economic status of the household will be assessed by study staff using Form 5 (Household SES profile). Form 5 should be completed at the first household visit. All referrals of household members for TB care should be documented on the household tracking log (Log 4). Note that up to three home visits may be needed to be conducted to identify all eligible contacts. If other household contacts are reported but not verified, their information needs to be captured on the household enumeration form (i.e. even if not physically present). If household visit is not possible (for safety or other reasons), household enumeration can be done verbally with the index case, and other available household members.

[bookmark: _Toc480897961][bookmark: _Toc482209110]5.3 Screening of child participants
Study personnel should attempt to obtain informed consent from the parent/legal guardian of the potential child participant during the home visit or at the research site. The caregiver/legal guardian should then be given a screening date at the trial research site. 

Eligible children/adolescents in the household should be assessed using the Child Screening/Enrolment log (Log 5). Caregiver contact details should be recorded on the Child and Caregiver contact details form (SD2).  Child/adolescent eligibility criteria are assessed using Form 6. 

Trial screening of the child/adolescent will typically occur at the study research site/clinic. Caregivers must be taken through the informed consent process and complete signature, before any formal study screening procedures are done. All children/adolescents who are screened should be entered into the child screening/enrolment log (Log 5). Research clinical personnel should complete a thorough symptom screening, medical history and clinical examination and complete Form 6 (Child Screening and Eligibility Form). Clinical staff should perform the IGRA, either at screening or at enrolment, along with the HIV test and safety bloods. IGRA, baseline safety bloods and HIV testing results do not exclude any children under 5 from eligibility (i.e. results do not need to be available in order to randomise children), however the results are necessary to enrol any children/adolescents over 5 and under 18 . Ideally all bloods should be performed on the same day at screening to avoid multiple blood draws, where possible.  In rare instances, the clinical team may want to defer enrolment following review of lab results (e.g. raised liver function tests) based on clinical findings. Please note that the IGRA test, HIV testing, and safety bloods should be completed at the screening visit for any children/adolescents over 5, or at enrolment (baseline), based on the feasibility of blood volumes.  (See Schedule of Evaluations, Table 3). 
For children over 5, they will only be eligible for enrolment if they have a positive IGRA test or are living with HIV. Both tests will need to be carried out at the screening visit, unless positive HIV test already collected. If both results are negative by enrolment, the participant will not be eligible for the study.

Form 7 (Child Investigations) should also be completed to document laboratory results. All children/adolescents should be referred for CXR (AP and lateral) at baseline if a recent CXR is not available and Form 8 (Child CXR local review, on-site local clinician review) should be completed. Microbiological investigations for TB should be completed if the child/adolescent is symptomatic or if the chest radiograph is abnormal and Form 3 (research TB microbiology form) completed. Up to 6 weeks will be allowed to exclude active TB disease depending on the clinical assessment, CXR assessment and TB lab tests (e.g. culture pending in a child/adolescent with symptoms or abnormal CXR). Enrolment of child/adolescent contacts may therefore be deferred pending their clinical status and response to medical management (e.g. trial of antibiotics, clinical re-assessment). Please refer to table 3 for schedule of evaluations. The SOP for on-site clinical CXR evaluation and reporting and sending for central retrospective expert review is provided in the appendix section. 
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	BL 0
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	12
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	24
	36
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	72b
	U/S; Early exit/
incident TB
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	Symptom screening
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
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	Medical history
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
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	Pregnancy test (if female and started menstruating)
	•
	•	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Surely at screening only?
	
	
	
	
	
	
	
	
	
	

	Clinical examination
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
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	Chest radiograph
	•
	#
	#
	#
	• 
	#
	#
	#
	•
	#
	#
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	Intercurrent TB exposurea
	
	
	•
	•
	•
	•
	•
	•
	•
	•
	•
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	Bacteriological investigation, DST, genotyping (child participants)
	#
	#
	#
	#
	#
	#
	#
	#
	#
	#
	#
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	EQ-5D-Y
	
	•
	
	
	•
	
	•
	
	
	•
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	Historical TB microbiology data (adult index case; no additional sample collection)
	•
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	Anthropometrics (height/length & weight, mid-upper arm circumference)
	•
	•
	•
	•
	•
	•
	•
	•
	•
	•
	#
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	IGRA (QTF-Gold Plus)
	•
(4ml )
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	HIV status ((all) HIV negative participants to be tested )
	
	•
0.5 ml
	
	
	
	
	
	
	•
0.5 ml
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	WHO staging (HIV-positive children/adolescents only)
	
	•
	
	
	
	
	
	
	•
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	CD4 count (HIV-positive children/adolescents only)
	
	•
0.5 ml
	
	
	
	
	•
0.5 ml
	
	•
0.5 ml
	•
0.5 ml
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	HIV viral load (HIV-positive children/adolescents only)
	
	•
0.5 ml
	
	
	
	
	•
0.5 ml
	
	•
0.5 ml
	•
0.5 ml
	#
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	Solicited adverse events
	
	
	•
	•
	•
	•
	•
	
	
	
	•
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	Adherence
	
	
	•
	•
	•
	•
	•
	
	
	
	#
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	Acceptability and palatability
	
	•
	•
	•
	
	
	•
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	Outcome (incident TB, mortality)
	
	
	•
	•
	•
	•
	•
	•
	•
	•
	•
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Haematology (FBC, differential)
	
	•
0.5 ml
	
	•
0.5 ml
	
	
	
	
	
	
	#
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Liver function tests (ALT, BR)
	
	•
0.5 ml
	
	•
0.5 ml
	
	
	
	
	
	
	#
	



Please note that ideally, all  bloods should be completed at screening, to avoid multiple blood draws at both screening and enrolment. 
[image: ][image: ]SCR: Screening; BL: baseline – at randomisation; U/S: unscheduled.
aIf intercurrent exposure to a documented INH susceptible infectious TB source case, standard TB preventive therapy will be offered;
#based on clinical indication only – TB symptoms at baseline, or at follow-up: new or persistent symptoms, or CXR changes at any time including end point evaluation. Additional indications for repeat CXR include persistent/new symptoms, new TB exposure or previous CXR abnormality. 
HIV testing at 48 weeks will be repeated in HIV-negative participants. If the HIV status is already known to be positive at screening, the CD4 count and HIV viral load should be completed at baseline in HIV-infected children. If information is already available (testing completed during the last 12 weeks, routine lab testing results may be used for HIV viral load and CD4 count). bThis was previously 96 weeks but was reduced when the protocol was amended to v2.0. Therefore some participants recruited under v1.0 may have reached 96 weeks follow up. For TB microbiological investigation: Gastric aspirates or induced sputum should be completed in children < 5 years of age. In children 5 years and older, expectorated or induced sputum should be completed. 



[bookmark: _Toc480897962][bookmark: _Toc482209111]5.4 Enrolment of child/adolescent participants
Every potential child/adolescent trial participant returning to the research clinic/site for enrolment visit procedures should be entered into the Child Screening and Enrolment Log (Log 5). Children/adolescents will once again have a thorough symptom screening and medical examination by delegated medical personnel. Study personnel should complete Form 10 (Child Enrolment) and Form 11 (Child Randomisation) at the enrolment visit. If HIV and safety bloods were not drawn at the screening visit, they should be drawn at this visit, and Form 7 (Child Investigations) should be completed. Child/adolescent participants meeting all inclusion criteria (Section 4.4) and none of the exclusion criteria (Section 4.5) will be randomised into the study. An electronic extract of the child/adolescent screening and enrolment log (log 5) should be provided to MRC CTU every month, with all patient identifiers removed. This will allow for capture of reasons child/adolescent participants have been screened out and congoing surveillance of screening and enrolment practices across sites. 

[bookmark: _Toc480897963][bookmark: _Toc482209112]5.5 The child participant is enrolled – what next?
After the enrolment visit, each child/adolescent participant is expected to return to the clinic for scheduled visits at the times specified in the Schedule of Evaluations (Table 2). A minimum of 12 scheduled visits is expected per participant, including for screening and enrolment. Site personnel should issue families with a study appointment card/study passport (SD 16). During the first 24 weeks on study, each target ‘scheduled’ visit date has a window period of 2 weeks, one week prior and one  week after the scheduled visit date. Following 24 weeks on study, study visit window periods will be 4 weeks (i.e. 2 weeks before and 2 weeks after). This time period is referred to as a visit ‘window’. Outside of this window period, the visit is termed ‘unscheduled’.  These visit windows have been established to give the patients and the study personnel some flexibility for each follow-up visit. Site personnel should however aim to conduct the visit at the exact specified time wherever possible. Parents and/or legal guardians should therefore be encouraged to attend the visits on the scheduled visit dates. However, if a parent and/or the legal guardian cannot accommodate an appointment for a follow-up visit on the exact scheduled date, schedule the appointment for the soonest convenient date after or before the scheduled date but within the window period. Consideration should be made for times when scheduled visit dates may fall during public holidays and where patients may have prior arrangements. In such cases, alternative dates should still be identified within the visit windows (further details needed on visit schedule calendar).

[bookmark: _Toc482209113]6. STUDY VISIT DESCRIPTION AND PROCEDURES	Comment by Campos, Marta: From this page onwards, the footer has not been updated, it looks like it comes from two different sections. Ensure it’s updated.
This section contains detailed guidance for site personnel divided into procedures for each visit type. A minimum of 12 scheduled visits is expected for each child/adolescent participant, including screening and enrolment. For some participants there may be additional unscheduled visits.

[bookmark: _Toc482209114]6. 1. MDR-TB index case pre-screening 
	Required Forms
	Required Tools

	None
	· Log 1: Index Case Pre-screen
· Log 2: Index Case Contact Tracking
· Log 8 (reimbursement) 
· SD1: MDR-TB Index Case contact details



Pre-screening has already been described. Potential child/adolescent participants will be identified from MDR-TB households after identifying eligible adult MDR-TB index cases. Efforts to contact the index case should be documented in Log 2 (Index Case Contact Tracking). MDR-TB index cases should be briefly screened against eligibility criteria for consenting, to avoid unnecessary time and effort. Details of all potentially eligible adult Index Cases must be recorded in the Log 1: Index case Pre-screening log. If the index case seems interested in the study, arrangements should be made to visit the home of the index case as previously described. Index case contact details should be carefully recorded in SD1: MDR-TB Index Case contact details, and updated at the home visit if necessary. The index case should confer with other adult household members to verify that the research team can complete the household visit.

[bookmark: _Toc482209115]6.2 MDR-TB Index Case screening  
	Required Forms
	Required additional Tools

	· Form 1 MDR -TB Index Case Screening
· Form 2 MDR- TB Index Case

	· Log 3: Index Case Screening & Enrolment

·  

· List of Index Case IDs

· Index Case Informed consent documents
· SD9: Index Case IC Comprehension and QC checklist
· Log 8: Reimbursement 



Index case screening could take place at the clinic, during a home visit, or in another suitable location. Ideally index cases should not be brought to the trial site, due to infection risk. Study personnel will obtain informed consent. All consented index cases are allocated a unique index case ID. After consent is obtained from the index case, study staff will complete Form 1 (MDR-TB Index Case Screening) to determine Index Case eligibility. If the Index case is eligible, study personnel will complete Form 2 (MDR-TB Index Case Form), which includes the following sections:
· Demographics
· TB symptoms
· TB treatment history
· Smoking
· Drug Use
· Alcohol Use
· Incarceration
· Other illness
· HIV
· Current TB episode information

· Please note that a trial clinician (doctor) should complete final eligibility assessment of the MDR-TB index case to confirm MDR-TB status, based on routine “historical” laboratory results (i.e. direct viewing and access to routine “historic” NHLS TB microbiology results).
· Index case TB episode data will be accessed from the MDR-TB treatment register, medical folders as needed, and laboratory database (e.g. NHLS) by the study personnel.

[bookmark: _Toc482209116]6.3 Household screening
	Required Forms
	Required additional Tools

	· Form 4: Household Enumeration
· Form 5: Household Sociodemographic Profile

	· SD3: Adult TB symptom questionnaire
· SD4: Child TB symptom questionnaire (children 5 years and older ) 
· Log 4: Household contact tracking
· SD 17: Referral letter (non-study participant)
· List of HH numbers for each HH (based on the index case ID).



 
[bookmark: _Toc482209117]6.3.1 Definition of a household contact
A household contact is defined as a person who currently lives or has lived in the same dwelling unit or plot of land and shares the same housekeeping arrangements as the adult MDR-TB index case in the previous 6 months, and where there is reported exposure within 6 months prior to the adult index case starting MDR-TB treatment. Please also refer to notes regarding TB exposure under the eligibility requirements (section 4.2). 

[bookmark: _Toc482209118]6.3.2 Conducting a household visit
· A household visit will be arranged by the study team. The household visit can be carried out whilst the index case screening final sputum results are pending. 
· No formal additional consent/assent is required for the study team to visit the household. The adult MDR-TB index case informed consent already includes permission to visit the household. However, as a courtesy to households, the study team should formally introduce themselves and confirm verbally that the household visit may be conducted.
· It may be necessary to arrange more than one visit to the house in order to assess all household contacts. In addition, any household contact who no longer lives in the household but who “lived in” or “shared” the household living arrangements in the previous six months should be traced wherever possible.  
· There should be no more than 2 weeks’ duration between consenting the Index Case and completing the household enumeration and household characteristics information. 
· The recruitment team will note that the home address is accessible for visiting and will also note that family is intending to remain within the recruitment area for follow up. If the index case moves during the course of the child/adolescent’s participation, that does not make the child ineligible (the TB exposure has already occurred). 
· It is important to ensure that primary carers and children/adolescents are not living too far away to be able to attend scheduled visits.
· The study personnel should be able to do home visits for the child/adolescent participant during the trial should the need arise e.g. for adherence support. Ensure that as much detail of the address as possible is always recorded. As far as possible, note landmarks and draw maps whenever necessary of the place of residence.
· If it is impossible to do a physical home visit (for safety or other reasons), the index case can still be enrolled

[bookmark: _Toc482209119]6.3.3 Household Screening Procedures
Consent should be obtained from the Index Case before the household is approached. Form 4:  Household Enumeration is completed by study personnel. Each HHC is allocated a HHC number from the list associated with the primary index case for that household. 
The following information for all household contacts is recorded:
· Demographics (date of birth and sex),
· TB treatment
· TB history
· TB symptoms: All adult household contacts will be assessed for TB symptoms. Those with symptoms will be further assessed using SD3: Adult TB Symptom questionnaire. Adult contacts found to be symptomatic will be referred to care if not eligible for the study. Referral for care will be documented on Log 4: Household contact tracking. SD17 (referral for care) will be completed.	Comment by McGowan, Charlotte: Should we update this to state that only adults over 18 will be referred to care?	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Yes, have made the changes
· The study team should await the results of TB testing in additional (additional to the main identified MDR-TB index case) adult household contacts. If adult DS-TB cases are identified, the children/adolescents in that household will become ineligible. Therefore, if any symptomatic adult or other infectious (i.e. sputum smear-positive, culture-positive or Xpert-positive) household cases are identified who are not yet on TB treatment, the results of their TB testing should first be awaited. Screening of child/adolescent participants should be deferred until the results of TB investigations are known.  A maximum total of 12 weeks’ window will be allowed between enrolment of the MDR-TB index case, and enrolment of potential child/adolescent participants. 

The TB status of all household contacts will be determined and classified as follows:
· MDR-TB:  Any adult or other infectious (sputum positive i.e. smear/Xpert/culture positive) household contact who has MDR-TB becomes an additional index case and will be asked to consent for TB episode data to be collected. These additional index cases are identified on their forms by their HHC number, which they take forward to become their index case number. Any child <18 years with TB is not eligible as a participant. 
· DS-TB: If any adult or other infectious (sputum positive) household member is known to have or is found to have DS-TB, the child household contacts are ineligible. 
· Not TB: not symptomatic, or a TB diagnosis has been excluded following testing. 
· Children 5 years of age or older and adults in the household will be referred to routine TB investigations at their local clinic (SD 17) if symptomatic and ineligible for the study. The research team will not routinely complete their TB testing. Children younger than 18 years of age will be investigated by the study team. 
· Study personnel will complete Form 5: Household sociodemographic profile
· If a household is found to be ineligible, the household members should be thanked. No further contact is needed. The reason for ineligibility of child/adolescent contacts should be noted in the Child screening/enrolment log. Household members shold be referred for routine care as appropriate, and the study team should communicate the outcome of screening with routine care teams
·  If the household is eligible, all children/adolescent younger than 18 years of age then become potential trial participants. Their household contact number will be carried through to become the Trial ID.  

[bookmark: _Toc482209120]6.4. Child/Adolescent screening
	Required Forms
	Required Tools

	· Form 6 Child Screening and Eligibility
· Form 7 Child Investigations
· Form 8 Chest X-Ray l (CXR) Evaluation (Local review)
· Form 3 MDR-TB Child and Index Case  TB microbiology
	· Informed Consent documents
· SD 10: Parent-Legal Guardian-Carer IC Comprehension and QC Checklist
o     Log 5: Child screening and enrolment
· Laboratory Test Request Form (BARC)
· Log 6: BARC Sample tracking
· CXR Request form
· SD 16: Appointment Card
· Log 8: Reimbursement Log




The term screening refers to all procedures that will be undertaken to determine if the potential child participant is eligible to take part in trial. The clinician will ensure eligibility as per eligibility criteria.  

The screening procedures can take place up to 14 days prior to the enrolment/randomisation, beginning on the day the consent is obtained from the potential participant’s parent/guardian. However, if TB disease is suspected in the child/adolescent contact (e.g. child/adolescent has symptoms or CXR abnormality and clinical management is ongoing or TB culture pending), enrolment of the child/adolescent may be deferred as previously outlined. Other child/adolescent household contacts may however proceed with enrolment if they are not suspected of having TB disease, and may be enrolled up to 2 weeks (14 days) after the household has been randomised.

Every potential child/adolescent participant who is screened for the study will be entered onto Log 5 (Child Screening and Enrolment Log). The parent or legal guardian will be taken through the consenting process and if they agree with their child/adolescent taking part in the study, will be asked to sign the Parent Informed Consent Form. The parent/guardian will also need to be taken through the Informed Consent and Comprehension Checklist, to ensure that the consent process has been thorough, according to recognised international ethical standards, and fully understood.  Please refer to Section 3 of the MOP.

The Screening and Enrolment Log (Log 5) will use the Household contact number (which will later become the study number if the child is enrolled). It will include all children/adolescents screened, and will provide reasons for why a child/adolescent failed screening. It will record the randomisation code and date of randomisation for all children enrolled. An individual child/adolescent in the household who is eligible may be enrolled, while enrolment may be deferred for other child/adolescent household contacts, 

The following are the procedures that should take place during the screening visit. The names of the CRFs that should be completed, and the logs and tools/documents that should be used during this visit are listed above.

Note that all screening procedures should ideally be completed on the same day and should not, as far as possible, be split between several visits. CXR results should also be available at screening, since abnormal CXR findings could indicate a need for further TB investigation (and possible exclusion from the study).

1. Register the child/adolescent onto Log 5: Child Screening and Enrolment at the study site, using the child/adolescent’s household contact number (see Form 4). This should be entered on all subsequent screening documentation as their trial ID.
2. Open a file for the participant, with a checklist for visit procedures and documents and forms to be completed during this visit.
3. The informed consent process could occur at the home before the screening visit, or at the study site on the day of the screening visit before any trial specific investigations are carried out. The following must be included:
· Explain the study in detail using the Parent and Carer information sheet and assess their interest in the study to determine if you should continue.
· If the parent/legal guardian is still interested in the child/adolescent participating in the study, begin the Informed Consent process (refer to SOP: Obtaining Informed Consent and Section 3 of this MOP). 
· Complete SD 10: Parent-Legal Guardian-Carer IC Comprehension and QC Checklist
· For parents that give informed consent, obtain contact information and record on the Caregiver Contact Details Form (SD2).
i. It may be useful to find out which church/community centre/other activity they attend or where they go to school or work, details of which may be used as an alternative means of finding them at a later stage, should they miss appointments.  
ii. Find out if the parent or the carer is known by a different name at home.  
iii. List the contact details of at least one additional person - again so that the child may be followed up if they miss visits, and if this person has a mobile phone, record the number. 
iv. This form should be kept in a secure location referenced in the Investigators Site File with the consent forms, but separate from the participant study folder for confidentiality purposes. It should be updated at each scheduled/unscheduled visit.
4. Complete Form 6 – Child screening and eligibility. This form includes the following:
· Demographics
· Anthropometric measures will be completed as per site Anthropometry SOP
· TB symptom screening
· Physical examination
· For laboratory testing, please refer to investigations included in the baseline visit. As previously noted, these may be completed either at screening or at enrolment. 
5. If any records from recent previous chest X-rays are available, they should be examined to see if there are any signs that may suggest that the child might have TB. 
· If the child/adolescent is not eligible for any reason at this stage the clinician may continue with the clinical examination as a courtesy to the child/adolescent. If the parent or carer agrees, the child/adolescent could be referred for appropriate care to their local clinic for further management with an appropriate referral letter and including the results of all tests completed. Children/adolescents with suspected or confirmed MDR-TB should be actively referred to other research protocols (TB treatment trials), if the parents agree. 
· If the child/adolescent is eligible, continue with all the screening procedures.

6. Chest X-Ray: A chest radiograph (CXR) in two projections, anterior-posterior (AP) and lateral, should be performed at screening if not already available. A lateral CXR is always required. CXRs done off study must be good quality, digitally available, and have been done within the last 30 days for the CXR to be acceptable. Children/adolescents with abnormal CXR or suggestive symptoms will have TB bacteriological investigations completed. Children/adolescents who had normal CXR in the past 30 days reported and who have new reported symptoms, should have the CXR repeated. Note: Prevalent TB in potential child/adolescent participant will be defined using standard case definitions (See Appendix 4, table 1 in the protocol) using an international case definition for paediatric TB in contact investigation studies, which has been harmonised between several international TB prevention protocols (TB-CHAMP, V-QUIN and the ACTG/IMPAACT Phoenix trials). An SOP for local site clinical review and reporting and sending CXR for central retrospective expert review will be provided separately. Sites will also be provided with tools (CXR atlas) as aids to clinical interpretation of CXR for the diagnosis of intrathoracic (pulmonary) TB.

It is important that any CXRs taken of patients are reviewed by the Site PI or the delegated trial clinician(s). As far as possible, the same group of clinicians should review these CXRs to reduce bias in reporting. Other guidance documents e.g. a CXR atlas and other tools, will also be shared with sites.  Form 8 (Chest X-Ray Evaluation Local Review) should be used for documentation of local CXR review.  Sites are encouraged to actively discuss and share any abnormal CXR findings with the central clinical expert group to guide the diagnosis of any potential incident TB cases during the study, in real time. Digital images should be sent (SOP will be issued separately). Patient confidentiality and blinding to treatment allocation (randomisation code) should be maintained at all times during clinical discussions and sharing of CXR. 

Please note that for potential incident TB cases in children/adolescents during the trial, all CXR will also be retrospectively reviewed by 2 independent experts at Stellenbosch University (DTTC). For children/adolescents classified as having prevalent TB (and who are screened out of the trial), additional central dual CXR will not be required. Local site review classifying the case as TB is sufficient and local clinicians may screen children/adolescents out based on clinical expertise. Consultation with the central expert group, if helpful, is encouraged. 

7. Laboratory investigations: Details regarding laboratory investigations and sample collections at screening are provided in the Site Clinical Laboratory Guidelines provided by BARC. All samples sent to the central laboratory (BARC) must be recorded on Log 6: BARC Sample tracking. N.B. all bloods can be drawn at either the screening or enrolment visits. There are no formal exclusion criteria based on laboratory testing. Clinicians, at their discretion, may decide to defer enrolment until lab tests are available based on their clinical discretion.
· Due to global issues with availability and quality of TST, commercial blood-based IFN-gamma assay (IGRA; Quantiferon-Gold Plus) will be done instead of TST for this trial. IGRA can be done at screening or blood can be drawn at the baseline visit with the safety bloods, immunology/biomarker bloods  (PaxGene and serum tubes) and HIV testing, as preferred and feasible, in order to avoid an additional blood draw, if the total blood volume is deemed to be feasible at one visit.  BARC will complete IGRA testing. Refer to BARC site lab guidance.  
· 2 respiratory samples (preferably gastric aspirates) will be collected as per the site laboratory guidance, based on clinical indication (i.e. the presence of symptoms or CXR abnormality).
· HIV status will be confirmed unless a recent positive result which is adequately documented, is available. The parent or carer will be asked permission for HIV testing as part of the overall study informed consent. HIV counselling will be done before and after the child is tested for HIV as per routine standard of care. The parent or carer will be told the HIV test result as soon as it is available. 
· For children/adolescents with TB identified at screening on the basis of historical information (e.g. reported TB by the caregiver and TB identified as part of routine care), the available historical medical data (e.g. CXR, symptoms and bacteriology) may be used to define eligibility (i.e. to define prevalent TB, which would exclude the child participant from trial participation). Ideally, such information should already be elicited at the first household visit. Children/adolescents will not be enrolled if prevalent TB disease is suspected or confirmed. Any child/adolescent with a TB diagnosis made through local routine care will be excluded from trial participation, regardless of the basis of case confirmation (i.e. even if the case does not meet protocol-defined TB disease case definitions). Typically, such children/adolescents would be treated for TB, precluding trial participation. If child/adolescent participants are still undergoing workup for TB disease, and TB disease is later excluded, such children/adolescents may still be enrolled after initial screening (i.e. once all TB testing results are available). Children/adolescents who require further investigation may also be seen for rescreening, as required, in consultation with CTU, if the total window period between enrolment of the adult MDR-TB index case, and enrolment of the child/adolescent participants, exceeds 12 weeks. This should be done in consultation with CTU and the rest of the study team.

[bookmark: _Toc482209121]6.4.1 Procedures for child participants who are ineligible
· Arrange a Follow-Up visit for all ineligible participants who had samples taken and whose results cannot be provided during the visit (i.e. lab and other results are pending).
· Include the results (e.g. CXR, TB microbiology, HIV testing results) to the relevant local clinic together with a referral letter.
· Reimburse the participant and record this in the Reimbursement Log. Ensure that the parent or carer signs the reimbursement log against their name when they are reimbursed (this is required at each visit).
· Verify that all screening procedures have been completed and documented on all necessary CRFs and Log 
· Complete Form 7: Child Investigation when results have been received and complete data entry.
· If the HIV result is positive, inform the parents/caregiver of the result at the next opportunity. Refer the child/adolescent for further care as appropriate according to national HIV treatment guidelines and provide HIV counselling.
· Place all completed forms during screening in a trial participant binder/folder identified by the Trial ID and complete the Log 5: Child screening and Enrolment log indicating the reason for screening failure. 
[bookmark: _Toc482209122]6.4.2. Eligible child participants
· Reimburse the parent/caregiver, and complete Form 7: Child Investigation, as above
· If the HIV result is positive, inform the participant’s parent/caregiver of the result at the next opportunity. Refer for further care as appropriate according to national treatment guidelines. Also provide HIV counselling.
· The database will generate a list of all visit dates at randomisation. An enrolment visit date appointment within a maximum of 14 days of the Screening Visit will be scheduled for all children/adolescents found to eligible for enrolment.  Ideally, the enrolment visit should be completed as soon as possible after the screening has been done.
· Complete an Appointment Card for the participant and record the date of his/her scheduled Enrolment Visit. Explain that results not available at this visit will be provided at the enrolment visit. Children/adolescents who require further investigation may also be treated as rescreening, as required, in consultation with MRC CTU. The time between screening and enrolment should be kept as short as possible, but it should not exceed 14 days. 
· Place all forms completed during screening in a file identified by the child’s Trial ID number.

6.5. [bookmark: _Toc482209123]Child/adolescent enrolment
· There should be no more than 12 weeks’ duration between consenting the Index Case, and enrolling the child/adolescent participant(s). Sites may need to consider re-screening child/adolescent household contacts who have undergone further investigation, in consultation with MRC CTU.
· Please note that not all children/adolescents younger than 18 years of age in the household need to be eligible for a household child/adolescent contact to be enrolled. 
· If more than one child/adolescent from the household is eligible, all eligible household children/adolescents should be enrolled. No specific order of enrolment is required. Enrolment may be deferred in some children/adolescents until active TB has been excluded (or for other medical reasons, based on the site clinician’s judgement). Therefore, not all child/adolescent household contacts need to be enrolled at the same time, although joint enrolment is preferred and is more efficient.  



	Required Forms
	Required Tools

	· Review Form 6 Child screening and Eligibility
· Form 10 Child enrolment
· Form 11 Child randomisation
· Form 19 Immunisation log
· Form 20 Investigational Medicinal Product log
· Form 21 Concomitant medication log 
· Form 22 Cumulative ART log
· Form 8 Child CXR local review 
	· Log 5: Child Screening & Enrolment
· Log 6. BARC Sample tracking 
· SD 16: Appointment Card
· SD 6: Treatment card (and dosing instructions)
· Log 7: Investigational Medicinal Product tracking log (completed in the pharmacy)
· Log 8: Reimbursement
· SD 12: Progress notes


	


· Note: Before the visit, Form 6: Child screening and Eligibility should have been double entered into the database. The database will not permit randomisation if the following required forms have not been double entered. 
· Form 1 
· Form 6
· It is essential that the eligibility of child/adolescent participants for subsequent enrolment into the trial is again ascertained at their enrolment visit, to:
· avoid protocol violations, 
· prevent enrolment of participants with risk factors that may make them susceptible to adverse drug reactions as per the medical history, and 
· minimise the number of participants who withdraw from the study or who are lost to follow-up.
· The interval between the participant’s screening and enrolment (randomisation) visit should be less than 14 days (preferably less than 7 days).  If TB disease is suspected (or other medical condition is under investigation), enrolment may be deferred.
· At the enrolment visit, participants will be assessed further for eligibility and if they fulfil all of the inclusion criteria and none of the exclusion criteria, they will be randomised and assigned to one of the two treatment arms.
· All enrolled children/adolescent will be documented on Log 5: Child Screening and Enrolment log.

Enrolment procedures are described in detail in the protocol and below:
1. Upon arrival at the clinic, retrieve the child/adolescent’s file from the allocated secured storage location and verify their Trial ID.
2. Review Form 6: Child Screening and Eligibility form, and any screening test results available, to ascertain that they are at least partially eligible and can proceed to the next stage of the eligibility assessment. 
3. If results show the patient is ineligible, inform the parent/legal guardian that they will not be enrolled into the trial and explain the reasons why. Provide test results, counselling, treatment or referral for care as required, and reimburse the patient. Patients thought to have TB disease should be referred to their local TB clinic, where standard therapy according to the site National TB Programme will be started. A copy of the referral letter should be kept in the patient’s file. Complete the child screening/enrolment log (Log 5). Complete the patient referral form (SD 17).
4. If a participant is found to be ineligible at this visit, but may be eligible depending on the outcome of further investigations, they may be enrolled later and may be re-screened. Each child/adolescent participant may have up to 2 attempts at being enrolled. 
5. Form 10: Child enrolment must be completed. This form includes:
· Anthropometry
· TB symptom screen
· Other symptom screen
· TB exposure history
· TB treatment history
· Current TB prophylaxis details
· HIV and other chronic illness history
· Antibiotic, traditional medicine and other medicine use  
· Hospitalisation
· Inspection of Road to Health Booklet
· Physical examination

6. Phlebotomy (blood draws) are done at either screening or at enrolment (refer to clarification memo 1).  Refer to the Schedule of evaluations and guidelines in the site laboratory guidance. These tests will include:
· Haematology: HB, MCC, WBC, Lymphocytes, neutrophils, platelets
· HIV tests –required for all study participants with unknown or uncertain status. For over 5s, if the child/adolescent is living with HIV this is an inclusion criterion. HIV positive status for under 5s will not preclude study participation. If the child/adolescent is HIV-positive the clinician will get permission from the parent or caregiver to draw a blood sample for a CD4 count and viral load.  The child/adolescent should be referred for initiation of ARVs as soon as possible (ideally within 2 weeks). Prior confirmation of HIV positive status should be well documented. If not tested and adequately documented in the last 6 months, HIV testing should be repeated. In a breastfed infant with an HIV-infected mother, HIV testing should be repeated at the discretion of the clinician, since HIV testing results could be false-negative. 
· Biochemistry: ALT, Bilirubin
· IGRA
· About a teaspoon (5ml) of blood drawn will be stored for future testing for biomarker/diagnostic testing.
7. Once Form 10: Child Enrolment has been completed, Form11: Child Randomisation should be completed. This may need to be delayed if the outcome of further investigations is still pending. The child/adolescent could also be rescreened, as necessary. 
8. Log 5: Child screening and enrolment must be updated when a child/adolescent has been randomised

6.5.1	 Randomisation of child participants
Once the clinician confirms that the child/adolescent can be randomised into the trial, the randomisation process will follow the detailed guidelines in the randomisation SOP and randomisation sections. 

The following forms need to be completed and double data entered before randomisation can proceed:
· Form 1: Adult MDR-TB screening and eligibility form
· Form 6: Child screening and eligibility form
· In addition, the Enrolment form (Form 10) must be fully completed and signed, although it does not need to be data entered prior to randomisation. This is to reduce the waiting time for participants in the clinic. Form 10 should be entered as soon as possible by the site data team.
· Randomisation is carried out at the household level through the TB-CHAMP CACTUS database (refer to randomisation guidance document). Only staff members who have randomisation rights as per the log of delegations of responsibilities, and who have received appropriate training and access to the database, will be able to randomise. 
· To carry out the randomisation, Form 11: Child Randomisation should be entered into the CACTUS database. 
· Providing all eligibility criteria are met, children/adolescents in the household can be randomised (the unit of randomisation is the household). 
· Once the “randomise” button has been pressed, the database will generate a 6-digit alphanumeric randomisation code, unique to each household. This code should be recorded in the space on the Form 11, and also in the progress notes. It should then be written on the prescription (and all subsequent prescriptions) and sent to the trial pharmacy. The pharmacist will then be able to dispense a particular sub-lot of study drug based on a list of codes that they maintain.
· Subsequent children/adolescents in the same household (either enrolled at the same time or later than the first child/adolescent randomised) can be randomised by entering their own Randomisation Form. The randomisation system will automatically know if a second (or third) child/adolescent in a household is being randomised, and will give them the same randomisation code to ensure they are given the same treatment allocation (“cluster randomisation”).  
· If there are more than 20 members in a household, the MRC CTU should be contacted in order to assign extra participant identifiers. 

After randomisation, the parent/guardian/primary carer will be provided with:
· SD6: TB treatment card and written instructions how to use study drug
· SD16: Appointment card (study passport)
· Contact information of the site and study staff
· Reimbursement

7. [bookmark: _Toc482209124]STUDY DRUG

[bookmark: _Toc482209125]7.1 Levofloxacin and Placebo
Levofloxacin and placebo for the trial is supplied by Macleod’s Pharmaceuticals Ltd., India.

[bookmark: _Toc482209126]7.2 Shipment, Labelling and Storage 
· Trial drug is shipped by Macleod’s, the manufacturing company in India.
· The labelling of trial drugs is done by Macleod’s manufacturers
· The initial shipment of the trial drugs was received by the Pharmacist of Record at TASK.  
· The initial shipment was stored at the TASK pharmacy in Cape Town from where it was shipped to the other sites. Further details can be found in the Pharmacy Plan. Subsequent shipments were sent from Macleods directly to each participating site.

[bookmark: _Toc482209127]7.3 Dispensing  
· The investigator/sub-investigator completes a prescription for 30 days of study drug based on the weight-band of the child/adolescent (see Table 3 below). In exceptional circumstances (e.g. family travelling), up to 6 weeks of study drug may be dispensed. 

· As this is a blinded trial, the investigator/sub-investigator should record the randomisation code on the prescription in place of the name of the drug. Further details can be found in the Pharmacy Plan.

[bookmark: _Toc482209128]7.4 Dosing instructions and first product use
Dosing of participants will be determined according to weight-bands as shown in the Table below. 

NB. The trial opened with the 250 mg formulation and placebo. The 100 mg formulation and placebo was initially planned to be introduced but the trial team decided to continue with the 250mg formulation. Both formulations are included in the protocol and have been approved by regulatory authorities for use in this trial. Please refer to the trial pharmacy plan for details of study drug management. 

Table 4. Weight bands for levofloxacin (250 mg tablets) and equivalent placebo. 	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: It may be better to merge weight bands where dose is the same eg 5-9.5kg. This does make dosing easier to remember.

	
[bookmark: 5.1_INTRODUCTION][bookmark: Table_2._Weight_bands_for_levofloxacin_(][bookmark: 5_TREATMENT_OF_PATIENTS][bookmark: bookmark0]Weight bands (kg)
	Levofloxacin 250
	Placebo 250

	3
	4.9
	0.25
	0.25

	5
	9.9
	0.5
	0.5

	10
	15.9
	1
	1

	16
	24.9
	1.5
	1.5

	25
	29.9
	2
	2

	30
	30.9
	2.5
	2.5

	 40
	3
	3






[bookmark: _Toc482209129] 7.5 Dose Preparation and Administration 
Adult Formulation (250 mg Levofloxacin) and placebo
[bookmark: _Toc482209130][bookmark: _Toc482209131]The adult levofloxacin 250 mg and equivalent placebo are non-dispersible tablets which can be swallowed whole or given halved, or quartered, as needed (smallest infants only). The tablet can be crushed and mixed with water, or with food.  The preferred option of administering the 250 mg tablets, particularly to younger children, is by crushing it and giving it with food (e.g. yoghurt, banana, other food in which the crushed tablet can be reliably administered, e.g. on a spoon). The tablets are bitter tasting and the child’s food preference (e.g. sweet food) should be considered in order to support adherence to study drug. If water is used (only in lowest weight bands) one tablet of 250 mg levofloxacin should be crushed and mixed with 8 ml of water and the correct amount given (e.g. 2 ml water to provide the equivalent of a quarter tablet). The tablet may first be halved, to ensure that the minimum volume of liquid is used. Breastmilk or formula or milk can also be given instead of water to small infants, to support drug administration, in the volumes described (e.g. 4 ml to provide the equivalent of ½ tablet and 2 ml for ¼ tablet) after a full or half tablet has been dissolved. Milk and yoghurt do not impair the absorption of fluoroquinolones. 	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: This contradicts what is written above ie “one whole tablet should be dissolved”

The caregiver will be provided with a pill cutter as previously described. The child/adolescent will take the first dose (or more if required)  in the presence of the nurse and the caregiver. The caregiver should be encouraged to give the trial medication at approximately the same time every day.  Caregivers will be trained on study drug administration. Trial medication doses should be documented on the TB treatment card. Levofloxacin and placebo can be given with or without food.  

[bookmark: _Toc482209132]7.6   Adherence 
Study drug (levofloxacin or placebo) will be dispensed at each clinic visit up until week 24, and will be administered daily by caregivers. Counsellors will also provide regular community–based adherence support, e.g. through home visits. Between weeks 16 and 24, there is no formal (clinical) trial visit scheduled. However, study medication can still be dispensed at week 20 and either the medication collected at site or a home visit done to deliver medication. It is also possible for teams to dispense two months of medication at week 16 to avoid a visit or medication drop-off at week 20, if it is assessed that adherence to the study drug has been good. 	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: DTTC team sometimes dispenses for 2 months at week 16.

All participants will receive product use instructions. In addition to verbal instructions the instructions will also be included on their TB treatment cards in the preferred home language of the participant’s caregiver. Adequate time should be used to explain the instructions thoroughly and answer any questions the caregiver may have. Any concerns or questions raised by the caregiver should be documented in the progress notes. Caregivers will also be counselled at each scheduled follow up visit on the importance of taking the study drug. Adherence to trial medication will be assessed at clinic visits and home visits. Caregivers will be asked to bring all used pill bottles/blister packs to the clinic during their follow-up visits along with any leftover tablets, including whole and halved tablets. Adherence will be measured from returned pill counts and from TB treatment cards. At each follow-up visit, specific challenges with adherence will be documented. Additional adherence support (e.g. home visits, additional counselling), will be implemented based on any reported or observed adherence challenges. 

8. [bookmark: _Toc482209134]FOLLOW UP VISITS 
Follow-up visits are divided into those who occur while on study medication (first 24 weeks on trial, i.e. “on treatment”), and those who occur after the 24 weeks of study medication (“off treatment”). 

It is essential that participants in the study are appropriately reviewed and assessed at each of their study visits (scheduled or unscheduled), to monitor their progress, check for TB symptoms, manage any adverse effects, avoid protocol violations, and to minimize the number of patients who withdraw from the study or who are lost to follow-up. This should be done during the study treatment period (24 weeks) and after the study treatment period. Caregivers should also be encouraged to contact the study team if any TB symptoms are thought to have occurred, or if any adverse event is thought to have occurred. 

If at any point during the trial (on or off the study treatment period), the child develops signs or symptoms suggestive of TB disease, the following should be performed in addition to the history and clinical assessment (also See Schedule of Evaluation, Table 2)
· CXR: AP and lateral (for on-site and dual central review)
· Bacteriological investigation, including: 
· If PTB suspected: two respiratory samples 
· If EPTB suspected: two respiratory samples with additional samples such as fine needle aspiration biopsy or other fluid or tissue samples. 
All samples will be tested with smear microscopy, Xpert MTB/RIF and MTB culture as per the lab guidance. DST will be done on MTB culture-positive samples. Isolates will be stored for future use. The type of sample/method of collection for TB microbiological investigation will depend on the child/adolescent’s clinical presentation and previous investigations (see TB lab guidance).



8.1 [bookmark: _Toc482209135]Follow-up: on treatment 
	Required Forms	Comment by Duong, Trinh: Should we include footnote to say something about form 18, similar in next table	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Yes, I definitely think this is a good idea
	Required Tools

	· Form 7 Child investigations (Wk 8,16,24)
· Form 8 CXR Local Review (Wk 12 and as required)
· Form 9 (Chest X-Ray (CXR) Evaluation - Central Independent review) 
· Form 12 Child Follow-up (including adherence)
· Form 13 Child AE (as required) 
· Form 14 Palatability and acceptability 
· Form 15 (Adherence summary; end of study treatment phase i.e. week 24)
· Form 19 (Immunisation log)
· Form 20 (Investigational Medicinal Product Log) (up to week 24) 
· Form 21: Concomitant medication Log (up to week 24)
· Form 22 Cumulative ART Log (as applicable in HIV-infected children)
· Form 17 (TB point review form), as applicable. 
· *Form 18 should also be completed if participant on TB treatment after endpoint diagnosis instead of a Form 12. Once TB treatment completed, Form 12 should continue to be completed.
	· Child caregiver contact details (SD2)
· TB-CHAMP prescription (SD 5)
· Participant Visit Schedule (as from the database) and Appointment Card/passport (SD 16)
·      Drug Chain of Custody
· Treatment card (up to week 24; SD 6)
· Home visit/attempt to contact form (SD 7)
· WHO growth charts
· Progress notes (SD 12)
· Log 6: BARC Sample tracking log 
· Log 7: Investigational Medicinal Product Tracking 
· Log 8: Reimbursement 
· Log 9: Adverse Event Log (participant level)
· Log 10: Study SAE (site level) 
· Log 11: Protocol Deviation 
· Referral letter (SD 13-15), as appropriate) 







· All child/adolescent participants will be assessed at every visit during the treatment phase (weeks 4, 8, 12, 16, 24). 
· Please note that in the TB-CHAMP trial, a "visit" means an occasion (whether scheduled or unscheduled) where the participant has seen a member of the clinic team and a CRF has been completed. 
· At the end of each visit, record the actual visit date on the Participant’s Schedule Form. Remind the participant and/or their carer of their next follow-up visit date and provide him/her with an appointment card. 

The following procedures will be followed during treatment: 
· Review Form 12 Child Follow-up as a guide to the interview with the participant and their carer to assess their condition since the last visit to the clinic. This could be at a scheduled visit or an unscheduled visit (see Section 8.4 on unscheduled visits) 
· During this visit, particular attention should be paid to the following:
· Adverse events (Form 13, Log 12 in case of an SAE)
· Inter-current illness requiring further review
· Inter-current TB exposure
· Record weight, height/length and MUAC and highlight weight changes as this may require a change in treatment dose for the patient, if weight gain is well established. 
· Adherence and acceptability
· Additional tests: Bloods, bacteriological investigations, CXRs
· See Schedule of Evaluation (Table 3) for specific details of additional bloods, bacteriological investigations and CXRs to be done at specific visits
· Adverse reactions – if any are reported, document these and ascertain the grade/seriousness and expectedness, complete an Event form (Form 13) and the AE logs, as appropriate. Refer to the TB-CHAMP Safety Management Plan for more information on event reporting. 
· Adherence assessment: enquire whether the participant has taken all their treatment doses since the last visit.  Record details of any treatment interruption for 3 or more consecutive days on the Investigational Medicinal Product Log. 
· Changes made by the treating physician should be recorded on this log. Periods of missed study treatment should also be captured (e.g. when treatment was not given for some reason), on the Investigational Medicinal Product log (form 20).
· All cumulative study drug taken, including any gaps in treatment given, should be captured on the cumulative adherence log at the end of study treatment. 
· For patients on ART, update treatment changes on their Cumulative ART Log (form 22). 
· All concomitant medications and immunisations must be recorded on the Concomitant Meds Log (form 21) and Immunisation Logs (form 19)
· All investigations requested must be documented on Form 7 (Child Investigation Form)
· During the study treatment phase, the nurse will assess adherence to study drug by reviewing the returned treatment card, and doing pill counts, then ensuring that a prescription is written by the clinician for the patient’s next supply of treatment. The pill count should be document by the study nurse/other delegate on the TB treatment card. 
· Study drug is dispensed by the pharmacist (refer to pharmacy plan). Study drug is dispensed for 30 days (i.e. participants will return for a study visit every month). In exceptional cases, study drug may be dispensed for up to 6 weeks (e.g. in case of travel). Between week 16 and week 24, a formal study visit is not scheduled. However, participants should receive a home visit to delivery their study drug at week 20 (month 5 on treatment along with adherence assessment), or should be recalled for a visit, at the discretion of the site clinician. As previously stated, it is possible to dispense for two months of medication at week 16 if felt best for participant and it is unlikely there will be a change in the prescription over this time.   	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: At DTTC we sometimes dispense for 2 months at Week 16. 
· At the end of treatment, the adherence summary form (Form 15) needs to be completed.
· Schedule an appointment for the patient’s next visit, the date of which should be recorded on their new treatment card and appointment card.
· If the study nurse has any clinical concerns about the patient at any of these visits, they should be referred to the study doctor. 
· Check that participant contact details have not changed, and if they have (or will change before the next appointment), update details on the Caregiver Contact Details document.
· Reimburse travel expenses and update the Reimbursement Log. 
· Thank the patient for attending and for their continued participation in the study. 
· Ensure all completed CRFs are checked prior to being sent to the data entry centre as soon as is practically possible. 
· Ensure all logs have been updated accordingly, and any Event Forms for SAEs have been sent to CTU.



[bookmark: _Toc482209136]8.2 Follow-up off treatment (after 24 weeks)
	· Required Forms
	· Required Tools

	· Form 12 Child Follow-up
· Form 8 Chest  X-Ray (CXR)  Evaluation (Local Review) (Wk 48, and as required)
· Form 9 Chest X-Ray (CXR) Evaluation (Central Independent review), as required 
· Form 7: Child investigations (as required)
· Form 13: Child AE (as required) 
· Form 19: Immunisation log
· Form 22: Cumulative ART Log (as applicable in HIV-infected children)
· Form 21: Concomitant medications 
· Form 17: (TB point review form), as applicable. 
· *Form 18 should also be completed if participant on TB treatment after endpoint diagnosis instead of a Form 12. Once TB treatment completed, Form 12 should continue to be completed.

	· Child caregiver contact details (SD2)
· Participant Visit Schedule and Appointment Card/passport (SD 16)
· Home visit/attempt to contact form (SD 7)
· WHO growth charts
· Caregiver Contact details (SD2)
· Progress notes (SD 12)
· Log 6: BARC  Sample tracking log 
· Log 8: Reimbursement 
· Log 9: AE 
· Log 10: Study SAE 
· Log 11: Protocol Deviation 
· Referral letter (SD 13-15), as appropriate) 




· Clinical follow up is less frequent during the off study treatment phase (i.e. after week 24) and includes follow-up visits at weeks 36, 48 and 72. Under protocol v2.0, follow up was shortened from 96 weeks to 72. These visits will include doctor visits and nurse visits.
· It is important for sites to keep in touch with the participants and their carers on a regular (at least monthly) basis, either by telephone or through home visits to ensure that they are able to return for their follow-up visits. Any contact made should be recorded on the Home visit/attempt to contact form (SD 7).
· The same principles should be adhered to for each visit as for visits during the treatment phase, with the exception that no study medication is given, and only forms and logs relevant to the off-treatment phase require completion (see above).

[bookmark: _Toc482209137]8.3 Missed visits
	Required Forms
	Required Tools

	· None
	· Child and caregiver personal details (SD2)
· Progress notes (SD12)
· Home visit/attempt to contact  form (SD 7)



For each patient, research personnel will obtain or confirm contact information at every visit and also emphasise the need to attend all scheduled follow-up visits to carers. A participant will be deemed to have missed an appointment if he/she does not attend the visit as per the scheduled visits and their window periods, as previously outlined (maximum 2 week visit windows around visit during the first 24 weeks on trial, i.e. during study treatment, and 4 weeks’ windows at subsequent visits). During the COVID-19 pandemic, visit windows were extended to 3 weeks during study treatment, although the tighter windows are preferable due to any evaluations that need to be carried out at these visits. 	Comment by Duong, Trinh: Should we also say something about wider window can be used allowing for covid interruptions – see guidance previously circulated, as important to maintain scheduled visits.

Also is telephone visit mentioned somewhere? This was in the LTFU guidance- helpful to include somewhere appropriate

If child has moved away, but the family is still contactable and the caregivers have given permission to continue contacting them by phone for information on child's well-being, then please complete form 12 for these telephone follow-up visits. In particular, week 48 and 72 visits should be prioritised.
	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Defintely think we should include something about telephone visit	Comment by McGowan, Charlotte: Look at COVID mitigation document
Follow up visits may also be conducted telephonically if it is not possible or not recommended for participants to travel to the clinic/site. This should be recorded on the Form 12 by ticking ‘telephone’ when asked to specifiy the type of visit conducted. Telephonic visits are also advised if the child has moved away but the family are still contactable. 


In the event that a scheduled appointment is missed:
· A research assistant (or other delegated personnel) will try as soon as possible, at the latest within one week following the missed appointment, to establish communication with the patient and/or their carer. This may be necessary at least three times, through all possible reasonable means while protecting their confidentiality (e.g. telephone if this is possible, writing to the patient and contacts, and/or visiting the participant’s home or the parent/caregiver work place). Each time contact is attempted, a note should be made of how they were contacted. The participant’s home should be visited to encourage them to come to the clinic and home visits and other attempts to contact documented on the Home visit/attempt to contact form (SD7)
· This process should be repeated each time a patient misses their scheduled appointment. 
· Special additional attempts should be made to contact participants on appointment dates for their last treatment visit (i.e. while on study drug) and their week 48 (at the time the primary trial end point of incident TB is assessed) and week 72 appointments. 
· When contacted by study personnel, caregivers should be asked specifically regarding ways to improve retention to the study if adherence to study visit schedule has been challenging. 
· Any missed follow up visits can now be reported on Form 12. 
· Any patients missing three or more consecutive scheduled appointments should also be documented and tracked on the Lost to Follow-up log (please use the template provided by the MRC CTU).. 
· If the child has missed scheduled visits due to moving away from the clinic area, caregivers can be approached for permission to continue to follow up the child via telephonic visits. Weeks 48 and 72 should particularly be prioritised for these visits.
· Sites should document any patients missing three or more consecutive scheduled appointments on their Lost to Follow-up (LTFU) log (Appendix 3). Sites should maintain these logs (in order to track these children carefully before their scheduled week 72 visits. Efforts should be made particularly at week 48 and week 72 to contact families of children missing follow-up visits, including those on the LTFU logs. If the child at this timepoint was still uncontactable, a Form 16 should be completed. 	Comment by Campos, Marta: This seems to be repetition of what is stated a few lines above.	Comment by Trinh Duong: Said later below
· Sites should aim to record whether a child has moved away on this lost to follow up log, as this is required for IDMC analyses.   


· Lost to follow-up status is only finally assessed at the end of study. For a participant who has missed 3 consecutive scheduled study visits, additional home visits are not mandatory but may still be completed as feasible. Attempts to contact them (e.g. telephonically or through a home visit) should still be recorded on the log. If the patient returns after they have been initially thought to be lost to follow-up, their study status may again be changed and they will not be classified as lost to follow-up. 
· Lost to follow-up is only finally assigned at the end of the study (final visit, Form 16).  Final study status should therefore only be completed for such patients at the end of the trial i.e. the Form 16 should only be completed once the participant’s week 72 visit has been reached as per their visit schedule. 	Comment by Duong, Trinh: Important we know about withdrawal when they occur, so should be reported when they happen- different to potential LTFU where some children could potentially be traced again. See LTFU guidance.
· For any participants who withdrew from the study, the Form 16 should be completed at the time of withdrawal: this is different to LTFU as these children cannot then be contacted. Reasons for non-completion of the study should be sought and documented.

Patients who have missed their scheduled appointment will be contacted and arrangements made for a new appointment.  All such contact should be well documented. Patients returning after missed appointments will: 
· Have procedures for the visit closest to their total time in follow-up performed (e.g. if a patient returns to the clinic at or near to week 16 after missing their visits for weeks 8 and 12, the visit for that day should be recorded as week 16). If any investigations were not completed or missed at a particular visit, they should be carried out as soon as possible and the visit can be recorded as unscheduled. 	Comment by Duong, Trinh: Is it helpful to note any missed x-rays to be done at next visit?	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: I assume if out of window should be recorded as unscheduled. 
· Have samples collected if they were meant to be collected as clinically appropriate for the visit closest to when they actually returned for the study visit (see above). Safety bloods are typically taken at weeks 8 and 12: if participant misses these visits or investigations not carried out, it is at the discretion of the clinician as to whether the safety bloods can be taken at week 16 visit.   	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: If participant misses week 8, 12 but returns at week 16, may want to do safety bloods, even though not scheduled for this visit? At discretion of clinician?
· Receive study drug, if still on treatment, determined by the actual number of days for which a participant has taken their medication and not by the length of time they have been on the study. 
· Have a physical examination performed and any adverse events, hospitalisations and have concomitant medication taken during this time recorded. 
· Subsequent visits will continue as scheduled (as per the original study visit schedule). 
· When contacted by study personnel, caregivers should be asked specifically regarding ways to improve their children/adolescent’s retention to the study if adherence to study visit schedule has been challenging.



8.4 [bookmark: _Toc482209138]Unscheduled visits 
	Required Forms
	Required Tools (as relevant only)

	· Child follow-up (Form 12)
· AE form (Form 13) as needed 
· End point review (form 17) as needed
· Investigational Medicinal product log (form 20; up to week 24) 
· Conmed log (form 21)
· Cumulative ART log (HIV-infected participants)
· Child investigations (form 7), as applicable 
	· Child and caregiver contact details (SD2)
· Child Study drug prescription (SD 5)
· Participant Visits and Appointment Card/passport (SD 16)
· Treatment card (up to week 24; SD 6)
· Home visit/attempt to contact form (SD 7)
· WHO growth charts
· Progress notes (SD 12)
· Drug Chain of Custody (up to week 24)
· BARC Sample tracking log (Log 6)
· Investigational Medicinal Product Tracking (Log 7; site pharmacist)
· Reimbursement (Log 8)
· Study SAE (Log 10)
· Protocol Deviation (Log 11)
· Referral letter (SD 13-15), as appropriate) 



If a participant returns to the clinic either for an unplanned (extra) visit, or attends for a scheduled visit on a day which falls outside the given appointment date window, this will be classed as an unscheduled visit. Note however that visit windows were extended to 3 weeks from 2 due to COVID-19 pandemic: if the visit falls within this window, it can be noted as the visit week it should correspond to. The following should be done: 	Comment by Duong, Trinh: Note we allow 6 wks window for covid	Comment by Trinh Duong: Do we need to say what this is?
· Find out why the patient is attending the clinic
· If the participant is unwell, take a detailed history and perform any investigations as appropriate. 
· Should the patient have symptoms that require medical attention, they should be referred to a clinician for an examination. If an adverse event has occurred, complete AE forms and logs as appropriate.
· Complete Form 12 (Child Follow-up Form)
· Tests performed at such visits will be dependent on the clinician’s decision, if the patient attended their last scheduled visit. If, however, the patient missed their last scheduled visit, the assessments should include those appropriate for the closest visit to the current visit date (not the visit that was missed).
· At the end of the review, ensure that the patient has a date for follow-up as appropriate. 
· Check that their address has not changed, and if it has (or will change before the next appointment), collect the new details on their Patient’s Details Form. 
· Reimburse their travel expenses and update the Reimbursement Log. 
· Ensure all completed forms and logs are checked prior to being sent to the data entry centre as soon as is practically possible.  

[bookmark: _Toc482209139]8.5. Lost to follow up 
	Required Forms
	Required Tools

	· Final visit (form 16)
· Reported on follow up form as a ‘missed visit’ (Form 12)	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: I am not sure how LTFU is reported on Form 12
· Other forms, e.g. AE forms, should be completed as appropriate 
	· Participant Visit Schedule 
· Progress notes (SD2)
· Other tools should be used and completed, as appropriate. 



· If a participant does not return to the clinic before the end of study participation, the final visit form, which includes LTFU information will be completed at the time of study closeout. The form should indicate the status of the participant, including lost to follow-up, withdrawn etc. The “lost to follow-up” designation can be made for participants after the patient’s scheduled week 72 visit has passed, with an additional 4 weeks allowed (i.e. week 76) to finally classify final study status: these participants should already have been documented on the LTFU log.
· Sites should keep a lost to follow up log to track children/adolescents who have missed 3 or more consecutive scheduled visits. The template LTFU log can be seen in Appendix 3. A form 16 for these participants will not need to be filled until their scheduled week 72 visit, regardless of whether they attend or not.	Comment by Duong, Trinh: Can we refer to the template so that easier to review for final analyses  
· If a patient can be contacted and declines further study participation, information on their reasons for non-participation will be asked. This would be classified as a withdrawal due to the non-participation, rather than LTFU. This is also addressed in the consent form. 	Comment by Duong, Trinh: Would this then be considered study withdrawal rather than LTFU?
· An attempt will be made to have the participant attend a final study visit to at least ascertain the primary trial outcome (incident TB by week 48). Weeks 48 and 72 visits should be prioritised and can be conducted via the phone: this should be recorded on the Form 12. Every effort should be made by sites to conduct the week 48 and 72 visits: this includes trying to make contact with participants previously recorded as potential LTFU on the LTFU logs and attempt to either bring them back to clinic or perform a telephone visit. 	Comment by Duong, Trinh: New bullet point? 
	Comment by Duong, Trinh: Should this instead be a general point somewhere that telephone visits can be done if child cannot be seen face to face, and this can be recorded on form 12.
· Ongoing surveillance of the participant’s vitality status should be completed e.g. through phone calls, and surveillance of incident TB completed through surveillance of TB register data and phone calls, or alternative means, as feasible.  

· Children/adolescents who have attended all visits except the final week 72 visit will still be classed as LTFU for analysis purposes if the child/adolescent has not been contactable and not missed the visit for any other reason; please report these participants as lost to follow up on Form 16 at week 72.




[bookmark: _Toc482209140]9. DISCONTINUATION FROM TREATMENT
[bookmark: _Toc482209141]9.1 Participants who discontinue Study Drug
	Required Forms
	Required Tools

	· Final visit (form 16)	Comment by Duong, Trinh: Might be slightly confusing as suggest they would also stop f/up. Should refer to Withdrawal guidance for different levels of withdrawl. 
· Event form (13) if adverse event
· Adherence summary (form 15)
	· Progress notes and other forms as relevant 



· All participants should be encouraged to continue attending their follow-up visits, regardless of whether their study drug has been discontinued (for whichever reason).  
· There are different levels of discontinuation from treatment, detailed in the separate TB-CHAMP Discontinuation and Withdrawal Guidance.
· If it is possible to continue study visits, either in-person or via the telephone, this should be prioritised in order to gather as much data as possible. 
· In the event of a participant discontinuing study drug, either due to TB disease or a new drug sensitive contact, safety laboratory investigations should be kept to a minimum during the follow up period. Blood draws should only be carried out if clinically indicated at a visit.

Criteria for study drug discontinuation include:
1. Unacceptable toxicity or adverse event: these participants should remain under the supervision of the site medical team until satisfactory health has returned and should remain on study. 
2. TB disease progression necessitating change of regimen/treatment including evidence of failure of preventive therapy. Such participants however require additional follow-up, once they have reached a TB disease end point to ascertain the final TB treatment outcome. An event form, end point form (form 17, TB end point review form) along with a detailed clinical TB case summary, should be completed. During this time period, a Form 18 can be completed at study visits rather than a Form 12, until such a time that the participant is no longer on TB treatment. This Form 18 will allow for vitality status to be assessed as well as treatment outcomes, but will collect less data as it may be more difficult to assess the participant if they are currently receiving treatment for TB. 	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: I think we need to add something about Form 18 at this point, for children we FU who are on TB treatment
3. Withdrawal of consent for treatment. Such participants should still be followed to the end of study, if possible. 
4. Participant/caregiver refuses to take study drug. Such participants should still be followed to the end of study.
5. Serious violation of the study protocol (including persistent patient attendance failure, non-adherence to treatment and persistent non-compliance). Such participants should still be followed to the end of study.
6. The Investigator decides to discontinue a participant’s treatment for clinical reasons not related to the study regimen. Such participants should still be followed to the end of study.

Every effort should be made to follow all participants, including those whose treatment has been discontinued, even at a reduced frequency if necessary which has been agreed with the central clinical team), unless the participant has specifically withdrawn consent for further follow-up. In this event, a final study form (Form 16) should be completed. 

[bookmark: _Toc482209142]9.2   Voluntary withdrawal from the Study 
Caregivers/legal guardians of participants have the right to withdraw their children/adolescents from study at any time for any reason without giving reasons and without prejudicing their further treatment. Withdrawal from the study means discontinuation of all study treatment and follow-up visits. The study team should ask the reason for withdrawal and document this carefully on the Final visit form (Form 16).

Should a participant withdraw voluntarily from the study, the following should be done: 
· Inform MRC CTU in writing, of the decision. 
· Record their reasons for withdrawal on Form 16
· Refer participants who have withdrawn their consent to follow-up to the National Tuberculosis Programme (NTP) for further management. A copy of the referral letter (on or off treatment referral letter) should be saved in the patient’s file. 
· Remember to thank the patient for their participation and reimburse them. 
· Participants who discontinue or are withdraw from the study may not re-enroll and will not be replaced. 

[bookmark: _Toc482209143]9.3 Withdrawal from the study as per Investigator Discretion
Alternatively, the sponsor or site PI may choose to withdraw a participant from treatment (but the participant will remain in active follow-up). Patients who are withdrawn from study treatment should still be assessed at all scheduled follow-up appointments, to monitor their progress and maximise the quality of the data collected, unless the patient also withdraws their consent to being followed up. If consent for follow-up is withdrawn, participants should be withdrawn from the study. The relevant category should be indicated on the Final visit form (Form 16).

The site PI may be concerned that continuing visits may not be in the best interest of the patient and withdraw a participant. 

Should a participant withdraw voluntarily from the study, the following should be done: 
· Inform MRC CTU in writing, of the decision. 
· Record the reasons for their withdrawal on Form 16.
· Refer participants who have withdrawn their consent to follow-up to the National Tuberculosis Programme (NTP) for further management. A copy of the referral letter (on or off treatment referral letter) should be saved in the patient’s file. 
· Remember to thank the patient for their participation and reimburse them. 
· Participants who discontinue or are withdrawn from the study may not re-enroll and will not be replaced. 

In addition, the end of study occur earlier, in the following situations:
· The Trial Steering Committee (TSC) may decide to discontinue the trial in all participants, based on guidance from the Independent Data Monitoring Committee (IDMC), e.g. following interim analysis. 
· Please note that children/adolescents who develop TB will remain on study (but will go off study drug). 

9.4 Late screening failures
If any participants are enrolled and later found to be late screening failures, these participants should not be followed up according to the normal schedule of evaluations detailed in the protocol. In order to promote retention of these participants, no blood draws, chest x-rays or other investigations should be carried out unless clinically indicated. As detailed in the separate TB-CHAMP guidance for follow up for late screening failures, visit weeks 24 and 48 should be prioritised for follow up if possible. At both visits, the clinician should use Form 18 if the child is on TB treatment, but Form 12 if the child is not on TB treatment and it is a normal follow up visit. Week 24 can be conducted telephonically but it is preferable for Week 48 to be carried out in person. 	Comment by Duong, Trinh: Might there potentially be any minor eligibility violations where ok to still continue study treatment. Should LSF be discussed with TMG on individual basis as to clinical management & f/up?
Before ascertaining that a specific participant is a late screening failure, the case should be discussed with the TB-CHAMP TMG. This would allow for confirmation from all TMG regarding the clinical management and follow up for this participant. Any late screening failures should be reported to CTU as soon as possible and entered onto the database as soon as the site becomes aware on Form 16. Sites should also detail a protocol deviation and a corrective action plan to send to MRC CTU. 	Comment by Duong, Trinh: Should site also record on protocol deviation log?	Comment by Purchase, SE, Dr [purchase@sun.ac.za]: Most late screening failures are due to GA culture results only becoming available long after enrolment has taken place. Is a protocol deviation and CAP necessary in these cases?	Comment by Campos, Marta: Yes, I think it a CAP should still be written and sent to MRC CTU.



[bookmark: _Toc482209144]9.5 Death
In the event that a participant dies while on trial, whether this occurs in hospital or elsewhere, the following procedure should be followed: 
· Complete the Event Form (Form 13) and the site SAE log (Log 10)
· As much information as possible on the cause of death and details of the final illness should be obtained from the carer, relatives or neighbours, if possible.  The death certificate should be obtained and reviewed, where possible. 
· Attempts should be made to obtain a post-mortem report, if available, provided the participant’s relatives consent to this. 
· If death registry data is available, sites are encouraged to access this and all other sources of data relevant to the participant’s death. The treatment summary adherence summary form (Form 15, if still on treatment at the time of death), and the final study visit form (Form 16)  should also be completed. 

[bookmark: _Toc482209145]9.6 Final visit
	Required Forms
	Required Tools

	· Form 12 Child Follow-up
· Form 13 Child AE (as required)
· Form 16 Final Visit Form
· Form 19 Immunisation log
· Form 20 Investigational Medicinal Product log (up to week 24)
· Form 21 Concomitant Medication Log (up to week 24)
· Form 22 Cumulative ART log (HIV-infected participants)
· Other forms should be completed as clinically indicated 
	· WHO growth charts
· Log 8: Reimbursement Log  
· Progress notes (SD12)
· Referral letter (SD 15, end of study)





Final visits are scheduled to take place 72 weeks after enrolment or unitl the last recruited patient was followed for 48 weeks. Final visits may therefore occur at a time point earlier than 72 weeks if a patient discontinues their participation early, or when they completely withdraw from the study or if the last recruited participant has been followed for 48 weeks. All final visits should be completed at the participant’s week 72 visit unless otherwise indicated by CTU. 	Comment by Duong, Trinh: just thinking about relevant for reporting of LTFU on form 16, which we’ve said to be done at wk 72. 



[bookmark: _Toc482209146]10. MANAGEMENT OF HIV
HIV co-infected participants on trial should be managed by, or in conjunction with, clinicians with expertise in HIV, according to the most recent national South African guidelines. At most sites, HIV and TB care in children/adolescents is integrated. The PI at each participating site should establish links with the national HIV programme and/or local organisations/clinics that provide treatment locally to agree to a plan for the management of child/adolescent participants on trial if care is not integrated on-site already. Site personnel should ensure that HIV-infected participants adherence to both study medication and ARVs are supported by a study counsellor/lay community healthcare worker who is familiar with the HIV treatment regimens and study treatment and can provide appropriate advice and support at the start of treatment and at follow up visits where needed. ARVs will be provided by the public sector in South Africa, at no financial cost. 

All HIV-infected participants, whether they are on ARVs or not already on ARVs, are eligible for trial participation. Should they not already be established on ARVs, ARVs should be initiated as soon as possible, ideally within 2 weeks, as per South African guidelines. The PI at each participating site will be asked to agree on a standard ART regimen consistent with the local HIV treatment programme that is compatible with the most recent national South African guidelines to be used in all trial participants. In summary, all people living with HIV can  be initiated on ART regardless of CD4 count.	Comment by McGowan, Charlotte: Does this need to be updated?

Current guidelines include the 2019 ART Clinical Guidelines for the Management of HIV in Adults, Pregnancy, Adolescents, Children, Infants and Neonates.. These will be superseded by updated HIV treatment guidelines for children, as they become available. In children/adolescents who develop TB disease, national South African guidance stating the timelines of ART initiation and the choice of ART regimens for children with TB should also be followed, along with medications such as cotrimoxazole, as per national guidelines. The clinical expert team should be consulted in case of questions regarding HIV-infected trial participants’ HIV care as needed. 

[bookmark: _Toc482209147]10.1 CD4 and HIV viral load
For this study, a CD4 count is only required at baseline, week 24, 48 and 72, but may be repeated if appropriate for the clinical management of participants with HIV co-infection, according to local policy and practice. HIV viral load (VL) testing will be performed at baseline, week 24, 48 and 72, and more often if deemed clinically necessary by the study clinician. If a recent CD4 count or viral load (completed in the last 3 months) is available and is well documented, results from routine testing (outside of the trial) may be used for baseline, week 24, 48 and 72 trial results. 

[bookmark: _Toc482209148]10.2   Management of interactions between levofloxacin and HIV treatment
Combined treatment with ART and levofloxacin is not currently documented to cause increased toxicity. However, all participants, including HIV-infected participants on ART and study drug, should be monitored closely to check for adverse events during the time they are on study drug. 

[bookmark: _Toc482209149]11. MANAGEMENT OF TOXICITIES
Please note that this section reflects the contents of the study protocol with regards to management of toxicities. All the drugs the participants are taking, not just the study drug, should be considered as a potential cause of adverse events during trial participation. All grades of adverse event that are considered to be possibly, probably or definitely related to the study drug (i.e. are adverse reactions) should be recorded on Form 13 Adverse Events and submitted to MRC CTU. All serious adverse events should be reported to MRC CTU within 1 working day of the sites becoming aware of them, following the safety reporting guidelines in section 7 of the Protocol, and guidance in the Safety Management Plan. If study drug is interrupted, discontinued, or a change in treatment is thought to be necessary, the MRC CTU should be notified. Management of any adverse drug reactions should be discussed with the Central Clinical Team. 

In general, potential drug toxicity will be evaluated as described in the schedule of evaluations.  Adverse reactions that are potentially due to levofloxacin or ARVs should be viewed in the context of the severity of the event. If study drug is temporarily withheld for toxicity, participants will have 32 total weeks from enrolment to complete their 24 weeks of treatment (i.e. up to an additional total of 8 weeks for completion of study drug is allowed, both for single and for multiple treatment interruptions). 

Division of AIDS (DAIDS) tables should be used for grading the severity of adverse events (DAIDS 2017). See at https://rsc.tech-res.com/clinical-research-sites/safety-reporting/daids-grading-tables. This will be included in protocol clarification memo 1. 

The key principles are outlined below. However, the tables should be specifically consulted and followed for assessment and grading of both clinical and lab abnormalities. Lab reports normal reference may not be consistent with DAIDS toxicity grading.  All lab reports should be reviewed and signed off by a clinician.

 Grade 1 and 2 
· Participants may continue study drug, at the discretion of the site investigator, with careful follow-up and monitoring of the relevant laboratory test. However, there will be a low threshold to discontinue study treatment at the first sign of tendon pain or tendon inflammation.	Comment by Duong, Trinh: Protocol has the following: However, there will be a low threshold to discontinue study treatment at the first sign of tendon pain or tendon inflammation.
· Manage symptoms using supportive treatment. 
· Raised serum AST/ALT ≥3x upper limit normal (ULN) and total serum bilirubin level ≥2xULN (or coagulopathy (INR >1.5) without hyperbilirubinemia) may indicate idiosyncratic drug induced liver injury (Fontana et al. 2009). Follow recommendations for Grade 3 or 4 toxicity events as outlined below. 

Grade 3 or 4 
· Request laboratory results and repeat confirmatory laboratory results within 24-72 hours.
· Continue study drug pending receipt of the confirmatory laboratory tests/repeat observations, unless there is a Grade 4 or life threatening reaction and immediate need to stop/substitute suspected medications. 
· Permanent discontinuation of study drugs is at the site investigator’s discretion but should be made in consultation with the TB-CHAMP Central Clinical Team. 
· Start supportive treatment. 
· Order additional investigations to exclude other causes.  

The following medications may potentially have interactions with levofloxacin and children who are receiving them should be carefully monitored.
· Antacids, multivitamins, or other medicines or supplements that have magnesium, aluminium, iron, or zinc (may decrease levofloxacin levels)
· Sucralfate (levofloxacin may decrease sucralfate levels)
· Didanosine (levofloxacin may decrease didanosine levels)
· NSAID (Non-Steroidal Anti-Inflammatory Drug). Many common medicines for pain relief contain NSAIDs. Taking an NSAID while taking levofloxacin may increase the risk of central nervous system effects and seizures.

These drugs are not contra-indicated in the protocol but should be administered after 4 hours has elapsed following ingestion of levofloxacin, to avoid drug-drug interactions. Levofloxacin should be given first, then followed by these medications, at least 4 hours later. 

Additional drugs with potential interactions with levofloxacin are listed below. These drugs are rarely used in children/adolescents, but if children/adolescents are on these medications, they should be carefully monitored: 
· Blood thinners (warfarin, coumadin)
· Oral anti-diabetes medicines or insulin

Management of specific toxicities

Gastrointestinal
For nausea/vomiting and/or diarrhoea ≥ Grade 3, study drug should be held until the symptoms have resolved. For new onset of vomiting or abdominal pain (that is, patient did not vomit before or have abdominal pain and then starts to vomit or have abdominal pain with drugs) consider drug-related hepatitis and complete laboratory testing and clinical evaluation as appropriate.

If nausea and vomiting occurs as a result of hepatitis that is not due to study drugs (e.g. proven infectious hepatitis), every effort should be made to restart the study drugs after the symptoms or elevated liver markers subside to baseline or acceptable (Grade 2 or lower) levels. See sections below on elevated ALT, AST and bilirubin.

Pseudomembranous colitis can occur with many antibiotics, including levofloxacin, but is rare in children. Symptoms may include watery diarrhoea, persistent diarrhoea or bloody stools, stomach cramps and fever. Pseudomembranous colitis can occur even 2 or more months after antibiotic use.

For participants who develop diarrhoea or signs or symptoms concerning for colitis, consider evaluation for C. difficile colitis as part of the standard diarrhoea diagnostic workup. Reintroduce the study drug with caution. Antiemetic and anti-diarrhoeal medication are not recommended in children with diarrhoea.

AST and ALT Elevation
Levofloxacin can cause elevations in ALT and AST. Concomitant illnesses, including HIV infection and hepatitis A, and other medications, including ARVs or co-trimoxazole, and paradoxical reactions, may also lead to elevated ALT and AST. Therefore, changes in AST or ALT should be evaluated within the overall clinical context and concomitant medications. ALT and AST will be checked as per the schedule of evaluations for all study participants. All participants who have ≥Grade 2 AST or ALT elevation should be evaluated for viral hepatitis (hepatitis A, B and C virus) as well as other causes of hepatitis as considered by the treating clinician. If liver function tests are elevated at screening/enrolment, enrolment may be deferred (up to 8 weeks maximum) until the participant is thought to be clinically stable. 

In a child with baseline ALT/AST of Grade 0-1 (<2.5xULN), if liver enzymes increase to ≥5xULN or ≥3xULN and the child becomes symptomatic (abdominal pain, vomiting, jaundice) the study drug should be withheld until ALT/AST go down to below grade 2. Reintroduce study drug with caution. In an asymptomatic child with the baseline ALT or AST of  Grade 2 (2.5-<5xULN), if  liver enzyme(s) increase to Grade 3 (5-<10xULN), the study drug may be continued but careful clinical follow-up with weekly repeat liver enzymes should be maintained.

Grade 4 is a major toxicity, and study drug should be interrupted pending resolution of the toxicity. All medications may be restarted after consultation with the study team if the laboratory abnormalities were thought secondary to a concomitant illness and it is felt safe to do so. Permanent discontinuation of study drug is at the site PI’s discretion but should be made in consultation with the protocol team. 

If there is transaminase elevation of >3 x ULN and elevation of total bilirubin >2 x ULN and no other reason can be found to explain this combination, this should be treated as Grade 4 (i.e., Hy’s law)  and the study drug should be permanently discontinued. [http:///www.fda/ ucm076783.pdf.]

Participants who discontinue study medications for toxicity will continue to be followed on study, even if off study drug.

Elevated Total Bilirubin
Levofloxacin can cause elevation in serum bilirubin level. Concomitant illnesses, including HIV and infectious hepatitis, as well as other medications, including ARVs, may also increase bilirubin levels. Therefore, changes in total bilirubin should also be evaluated within the overall clinical context. 

Participants with a normal or Grade 1 (1.1 to < 1.6 x ULN) total bilirubin at study entry who develop isolated asymptomatic or symptomatic Grade 3 elevation (2.6 to < 5.0 x ULN) should have their study medications held for up to 14 days until levels decrease to or below Grade 2 (1.6 to < 2.6 x ULN), at which time therapy may be reintroduced at the discretion of the site investigator. If elevation of total bilirubin >2xULN is associated with transaminase elevation >3xULN, this should be treated as Grade 4 (Hy’s Law). 

If Grade 3 (2.6 to < 5.0 x ULN) bilirubin elevation develops after re-introduction of the study medications or if bilirubin doesn’t decrease below Grade 3 within 14 days, then the participant will also be discontinued from study medications. The participant will continue to be followed on study, but be off study drug. All medications may be restarted if the laboratory abnormalities were thought secondary to a concomitant illness and it is felt safe to do so. 

Participants who develop Grade 4 elevations of the total bilirubin (≥ 5.0 x ULN)
will be discontinued from study medication, unless a clear alternative cause is identified. The participant will continue to be followed on study, but off study drug.

Arthritis/Arthralgia/Tendinopathy
Arthritis, arthralgia and tendinopathy are symptoms occasionally experienced by patients on levofloxacin, although reports in young children are rare. While studies involving high doses of quinolones in juvenile animals have been shown to be associated with arthropathy and osteochondrosis, several paediatric and other human studies have not found this to be a significant concern.

If a participant develops Grade 1, 2 arthritis or arthralgia during the course of the study, he or she will continue on study drugs and be treated symptomatically according to local standards. If a participant develops Grade 3 or Grade 4 arthritis or arthralgia, the levofloxacin will be discontinued for up to 14 days until they are at Grade ≤2. If participant does not reach Grade ≤ 2 within 14 days or if Grade 3 or 4 arthritis or arthralgia occurs after reintroduction of levofloxacin, levofloxacin should be permanently discontinued. Further investigations may be conducted at the site’s discretion. NSAID and other symptomatic treatment will be prescribed at the discretion of the site investigator. 

If a participant develops Grade 1 or 2 tendinopathy, he or she will continue on study drug and be treated symptomatically according to local standards. If a participant develops Grade 3 or 4 tendinopathy and/or Achilles tendon rupture, he or she will have levofloxacin discontinued for up to 14 days until they are at Grade ≤2. Patients with Achilles tendon or other tendon rupture will have levofloxacin permanently discontinued.  If the participant does not reach Grade ≤ 2 within 14 days or if Grade 3 or 4 tendinopathy occurs after reintroduction of levofloxacin, levofloxacin should be permanently discontinued.  The participant will continue to be followed on study, but be off study drug. NSAID and other symptomatic treatment will be prescribed at the discretion of the site investigator. 

QTc Prolongation 
Participants in this trial may be receiving a fluoroquinolone, levofloxacin, a class of drug that has the potential to prolong the QTc interval; however, levofloxacin is less likely to cause this than moxifloxacin. ECGs will be performed only as clinically indicated as there is no evidence that either adults or children have any clinically meaningful prolongation of QTc. Clinical symptoms in children may include tachycardia, fatigue or palpitations.  All QTc measurements will be corrected with the Fridericia correction. 

For any Grade ≥3 QTc prolongation (>  0.50 seconds OR ≥ 0.06 seconds above 
baseline) or signs or symptoms concerning for arrhythmia, contact the study team. Consider discontinuation of study drug for up to 14 days until they are at Grade ≤2 (≤0.5 seconds). If the participant does not reach Grade ≤ 2 within 14 days or if Grade 3 or above prolongation occurs after reintroduction of levofloxacin, levofloxacin should be permanently discontinued.

If a participant develops Grade 4 QTc prolongation (Life-threatening consequences, e.g., Torsade de pointes, other associated serious ventricular dysrhythmia), he or she will be hospitalized as needed and discontinued from LFX. If the prolongation is felt to be caused by a concomitant medication and resolves with discontinuation of that agent, levofloxacin may be restarted, only in consultation with the protocol team. If the team recommends permanent discontinuation of LFX, the participant will continue to be followed on study, but be off study drug.

Severe Rash/Cutaneous Reaction
If the child develops a Grade 3 reaction or showing a significant worsening of rash since it was first detected, study drug should be held until the toxicity resolves. ARVs should also be considered as the source of rash. Study drug should be reintroduced with caution. Grade 4 cutaneous or Grade 4 muco-cutaneous rashes are a major toxicity, and all drug should be held pending resolution of the toxicity. Study drug may be permanently discontinued if believed to be the cause of toxicity. Study drug may also be interrupted and reintroduced at the discretion of the site investigator.

Peripheral Neuropathy
Peripheral neuropathy has been reported in patients on LFX. Stavudine (d4T) has also been associated with peripheral neuropathy. 
	
If peripheral neuropathy develops, every effort should be made to determine the aetiology (i.e., whether the neuropathy is due to study drug or other factors). Participants with peripheral neuropathy should be monitored carefully for any progression of peripheral neuropathy. Vitamin B 6 should be given (50-100 mg daily) and clinical response reassessed.

For Grade 1 or 2, continue the study drug and follow the participant more frequently for progression of peripheral neuropathy. Give vitamin B6.

For Grade 3 or 4, discontinue study drug until toxicity resolves to Grade ≤2; then study drug may be restarted at the site investigator's discretion. If peripheral neuropathy does not resolve despite discontinuation of study drug, the study drug will be permanently discontinued. Give vitamin B6.

Central nervous system effects
Seizures have been reported in people who take fluoroquinolones, including levofloxacin.  Children with a history of epilepsy or CNS disorders should therefore be carefully evaluated. Children with myasthenia gravis or Guillain-Barré should be excluded from participation.  In rare instances, levofloxacin may also cause raised intracranial pressure. The following potential adverse effects, or other changes in mood or behaviour in the child, should be reported. Further investigation should be completed as clinically indicated. Ensure that the drug dosing is correct (e.g. that no overdosing has occurred). 

· seizures
· hallucinations
· feeling restless
· tremors
· feel anxious or nervous
· confusion
· depression
· trouble sleeping
· nightmares
· feeling lightheaded
· blurred vision
· headache 

For CNS effects of Grade 1 or 2, continue at the site investigator’s discretion. For grades 3 or 4, interrupt study drug temporarily for up to 14 days and restart. If the AE returns, discontinue drug permanently. In general, the dose could be reduced, and study drug re-introduced once alternative causes have been excluded. Consider ophthalmological and neurological evaluation as a priority for headache or blurred vision or new onset vomiting.

Drug-Associated Fever
If fever is of Grade ≥3 (non-axillary temperature ≥ 39.3 °C or associated with symptoms causing inability to perform usual social & functional activities), study drug should be held until the temperature returns to normal. ARVs should also be considered as the source of fever. Study drugs should be reintroduced with caution. Recurrence of symptoms on reintroduction will result in permanent discontinuation of the responsible agent. No alteration of dose will occur.

Reporting of adverse events
The following incidents will be systematically reported:
· Breaches of confidentiality following a TB or HIV diagnosis
· Any other serious breaches in confidentiality
· Needle stick injuries
· All Grade 3 and Grade 4 adverse events
· All Grade 1 and 2 adverse events which are thought to be at least likely associated with levofloxacin.
· All deaths (due to any cause) during the follow-up of child contacts
· Any major safety events experienced by the study team (and not trial participants).

[bookmark: _Toc482209150]12.	 HOW TO CONTACT THE TB-CHAMP CENTRAL CLINICAL ADVISORY TEAM
The central clinical advisory team will consist of the following individuals: the trial physician (Lisa Frigati), and protocol investigators Simon Schaaf, James Seddon, Anthony Garcia-Prats, Anneke Hesseling and Lee Fairlie. Other individuals may also be requested to participate in the clinical advisory team. 

Clinicians are encouraged to contact the TB-CHAMP Central Clinical team for discussion when considering changes to participants’ treatment or when faced with other complex clinical decisions, following the procedure outlined below:

 1. The PI or treating physician should send a detailed email without reference to the patient’s treatment to TBCHAMPclinical.MRCCTU@ucl.ac.uk with “TB-CHAMP CLINICAL QUERY” in the subject line with copy to the Trial Manager and the Data Manager, mentioning the site and patient’s Study Number.  Note: Please do not include patient name or any other identifiers in the correspondence. Please only use the TB-CHAMP Trial ID. If the participant is potentially identifiable, data needs to be sent to MRC CTU using the TB-CHAMP Secure Sending of Participant Data guide. 
 2. The central clinical team may request additional information or clarification prior to making their recommendation. Additional information and/or anonymized copies of test results should be provided where appropriate. 
 3. The central clinical team will acknowledge receipt of the clinical query as soon as possible and will advise on the clinical management via email. If required, telephonic discussion will be completed. 

[bookmark: _Toc482209151]13. 	SAFETY REPORTING
[bookmark: _Toc482209152]13.1 Documentation and Reporting of Adverse Events
Prior to randomisation, make every attempt to capture all pre-existing medical conditions and record them in the participant’s clinical notes; pre-existing medical conditions are not to classified as adverse events. After the enrolment visit, any medical problem or worsening of a pre-existing condition reported by a participant or detected by site personnel, whether or not it is related to the drug, must be recorded on an Event Form (Form 13). If an SAE, the site SAE log also needs to be completed. SAEs need to be reported to MRC CTU within 1 working day. 

The site clinician must provide information on symptoms, the time of onset, severity, frequency, causal relationship to trial and concomitant medications(s), action(s) taken, and participant outcome on the AE form, in as much as it may be available. The TB-CHAMP Trial Physician may request additional information from the site if it is needed to evaluate the event. Study personnel should also make every effort to obtain as much information about the AE as possible and record it in the participant’s AE form. A recurrence of any previously reported AE and which resolved, should be recorded as a new AE. 

[bookmark: _Toc482209153]13.2 Serious Adverse Event (SAE) Reporting
Any serious adverse event (SAE) must also be reported immediately to the relevant ethics committee (EC) according to local guidelines. Electronic and/or paper submissions should be done as locally required. Study personnel should make every effort to obtain as much information about the SAE as possible and record it in the participant’s event form. In addition, to facilitate monitoring of SAE reporting procedures, study personnel must record in the clinical notes that an SAE was reported to the local ethics committee and to MRC CTU in a timely fashion. There must be documentation that reporting procedures took place according to the protocol, using the SAE log (log 10). 

The Site Principal Investigator/delegate is responsible for proper reporting of all SAEs to MRC CTU and to their local ethics committee.   
	SAE REPORTING
Within 1 working day of becoming aware of an SAE, 
please send a copy of the
Completed SAE form to the MRC CTU via secure email at:
TBCHAMP.MRCCTU@ucl.ac.uk



See the TB-CHAMP Safety and Event Management Plan and the Protocol for further guidance on safety management. 


[bookmark: _Toc482209133]14.  CO-ENROLMENT
Participants will not ordinarily be permitted to participate in any other clinical intervention trial while on the TB-CHAMP trial. Participation in other studies that do not involve an intervention (for example diagnostic, biomarker, epidemiological studies in addition to planned TB-CHAMP sub studies), may be acceptable but should first be discussed with the TB-CHAMP Trial Management group (TMG). The TMG will consider co-enrolment of participants into other trials where the interventions do not conflict with the TB-CHAMP objectives on a case-by-case basis, and after review of the study procedures. Child participants who have either prevalent TB at screening, or who develop incident TB, will be actively referred for other paediatric MDR-TB treatment trials from which the participant is likely to benefit. 

[bookmark: _Toc482209154]15.      APPENDICES 
1. Standard operating procedure for Gastric Aspirate Collection 
2. Standard operating procedure for paediatric Chest Radiograph Reading and reporting and instructions to send digital images for central expert review

Please note that SOPs for Interferon-gamma release assays (QTG-Gold Plus) are addressed in the site laboratory guidance. For SOPs on phlebotomy, infection control, informed consent, legal guardianship, patient transport etc.  please refer to site SOPs. Sites are encouraged to share SOPs as useful. 

3. Template Lost To Follow Up Log
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1. [bookmark: _Toc482191291][bookmark: _Toc482209156]
Background 
[bookmark: _Toc482191292]Gastric aspirate specimens are collected in young children (typically below 5 years of age) who cannot spontaneously expectorate a sputum specimen for TB microbiology investigations. Gastric aspirates are used to recover mycobacteria in the sputum that may have been swallowed during the night. The gastric contents must be neutralised to prevent destruction of tubercle bacilli by the acidity. 

2. Objectives

[bookmark: _Toc482191293]This standard operating procedure (SOP) describes the procedure to collect gastric aspirate specimens.

3. [bookmark: _Toc482209157]Scope
Studies needing to collect gastric aspirates. 

4. [bookmark: _Toc482191294][bookmark: _Toc482209158]Related SOPs
Please refer to the following SOPs with information necessary to the procedure outline herein:
· Site specific Infection Prevention and Control SOPs 
· Study or site-specific SOPs on Handling and Transporting of Specimens

5. [bookmark: _Toc482191295][bookmark: _Toc482209159]Procedures
[bookmark: _Toc482191296][bookmark: _Toc482209160]Table 1. Equipment required for gastric aspirate collection

	1. Disposable Gloves (non-sterile)

	2. Particulate respirator masks (N95 or equivalent)

	3. Disposable aprons

	4. Disposable linen saver

	5. Paper towel

	6. 3 bed sheets or surgical drapes: one for the bed, one for wrapping child into and one for putting over the child

	7. Cotton wool to clean nose (saline / sterile water is used)

	8. Normal saline (0.9% NaCl) or sterile water in single use vials (5 ml better to avoid waste)

	9. Oxymetazoline drops (optional)

	10. Remicaine (Lidocaine hydrochloride) jelly (optional)

	11. Nasogastric tube-NGT (6-10 French): preferred are Ryles (longer) or Levin tubes

	12. 5, 10 and 20 cc syringe for gastric aspirate collection

	13. 1 cc syringe for bicarbonate titration

	14. Stethoscope

	15. Sample container. Containers may be study/lab specific.  If not, example: Falcon 50 ml conical centrifuge tube skirted (self-standing)

	16. pH strips 0 to 14 (pH strips are more precise than Litmus paper) (From AEC-Amersham, Fisherbrand 10642751, or from Sigma-Aldrich; Z111821-1EA; PCode 1001904979) (not required if sample sent to BARC)

	17. Plastic racks for 50ml tubes (Manufacturer: B and M Scientific Ref Code MRTR1550 )

	18. Sodium Bicarbonate (4%) solution for bedside neutralization provided by DTTC laboratory if sample sent to NHLS-Tygerberg (or other NHLS lab). If sample is sent to BARC,  BARC will provide bicarbonate in powder form and instructions for use

	19. Laboratory requisition forms

	20. Laboratory specimen barcodes

	21. Laboratory transport bags

	22. Disinfectant for surfaces



Table 2. Order of and fasting time between respiratory samples.

	Children who cannot expectorate sputum

	Order
	Sample type
	Minimum hours nil per os (NPO)

	1
	Gastric aspirate
	4 hours

	3
	Induced sputum
	2 hours

	Children who can expectorate sputum

	Order
	Sample type
	Minimum hours NPO

	1
	Expectorated Sputum early AMA
	4 hours

	2
	Expectorated Sputum spot
	2 hoursB

	3
	Induced sputum
	2 hours


A: Can be done midday if fasted for >4 hours
B: If only 1 specimen collected during the day, no fasting necessary. If 2 specimens collected in one day, there should be at least 2 hours in between specimens.

Example: if one morning sputum is taken after 4 hours of fasting, one must wait another 2 hours to collect an expectorated spot sputum (rationale; otherwise it is the same sputum, as everything should have been expectorated- time is needed to “develop” more sputum). 
[bookmark: _Toc482191297][bookmark: _Toc482209161]Gastric aspiration technique
1. The caregiver will be instructed regarding overnight fasting of at least 4 hours before obtaining the early morning gastric aspirate (GA). Children over 1 year of age can usually cope with a full overnight fast (6-8 hours), and this is preferable over a shorter fast (4 hours). The procedure is preferably performed early in the morning when the child comes for a study visit or in the ward if child is an in-patient. The procedure may also be performed during the daytime, as long as the child has been kept nil per os (NPO) for minimum 4 hours. If the child is an outpatient, the caregiver should be contacted the day before the procedure and informed about the fasting period. 
2. Conduct this procedure in a sputum/procedure room with adequate ventilation or negative pressure (see CM005 Infection Prevention and Control SOP and Table 3). 

Table 3. Time required to clear the air of M. tuberculosis after the source patient leaves the area or when aerosol-producing procedures are completed (see reference 1).

[image: ]

3. Use an assistant to help as this procedure requires 2-3 people.
4. Prepare all equipment for the procedure.
5. Open the specimen container (Falcon tube) and put the container on a rack so that it is vertical.
6. Disinfect all working surfaces including bed with 70% alcohol solution or sodium hypochlorite (bleach) solution at a strength of 10000 parts per million (see CM005 Infection Prevention and Control SOP and Table 3).
7. Place a drape over the bed. Use one drape to immobilize the child and one to cover the child leaving the head exposed. 
8. Position the child in decubitus supine position with the help of an assistant.
9. Optional: instil 2 drops of oxymetazoline into each nostril to induce vasoconstriction and prevent epistaxis. Instil carefully without touching the child/nostrils with the dispenser. 
10. Measure the distance of the nasogastric tube to the stomach (from nose to the tragus of the ear and to xiphisternum): this estimates the distance that will be required to insert the tube. See Figure 1 below. 
11. Open the plastic sleeve of the nasogastric tube. If used, squeeze a blob of remicaine jelly into the inside of the sleeve and coat the outside of the nasogastric tube with the jelly by sliding it along the blob.  
12. Placing child’s face in the “sniffing air” position, the nasogastric tube is passed from the nose into the stomach.
13. Attach a syringe (10mL if using Levin or 20 ml if using Ryles tubes) to the nasogastric tube (size 6-10 French, depending on the size of the child).
14. Check NGT position by pushing some air from the syringe into the stomach (3-5ml), and listening with a stethoscope over the stomach.
15. Withdraw (aspirate) gastric contents using the syringe attached to the nasogastric tube.
16. Aspirate stomach contents gently and steadily, with the child in each of 3 positions: head central, left lateral and right lateral. Allow a few seconds before aspirating after changing position. If no fluid is aspirated, push tube 1-2cm deeper or pull out 1-2cm shallower, and aspirate. ANY VOLUME ≥1ml is adequate for bacteriological examination. However, it is important to attempt to obtain as high volume as possible, aiming for a minimum 5mL. 
17. In the rare event that less than 1ml is aspirated, a gastric lavage can be performed: 
a. Sterile water (alternative: preservative free normal saline) 10 ml will be inserted into the tube, left for three minutes, and then aspirated until a minimum of 5-10ml aspirate is obtained. 
b. If no fluid is aspirated, instil additional 10 ml of sterile water and aspirate again. If still unsuccessful, repeat this up to 3 times in total.
18. Transfer the full volume of gastric fluid after each aspiration from syringe into a sterile container (Falcon tube). The same syringe may be used for each aspiration.
19. When no more gastric fluid can be aspirated, gently withdraw the nasogastric tube and discard it into a biosafety container. If necessary, clean the child’s face with paper towel and lift the child from the bed. The assistant can hold the child until the nurse has fully completed the procedure, or the child can be returned to the caregiver.
20. If required by study- specific protocols or if sample is sent to NHLS-Tygerberg, measure the initial pH of the fluid. This step is not required when the sample is sent to BARC.
a. Put the sterile container (Falcon tube) on the tube rack
b. Prepare a pH strip and put it on a paper towel on the linen saver.  
c. Using the sterile pipette or the tip of a sterile needle, get one drop of the GA from the tube, and put this drop on the pH strip.
21. Interpretation of pH result and neutralisation:
a. If the pH is ≥ 6, no need to do anything
b. If the pH is < 6, draw up at least 2 ml of the 4% bicarbonate solution in a small syringe or pipette and add 0.1 ml at a time, measuring the pH in between additions, until correct pH is reached (pH 6-7). Do not touch the inside of the gastric aspirate container when adding the bicarbonates. 
22. Screw the lid on the tube and clean the outside of the tube with alcohol swabs.
23. Label the tube with the appropriate barcode(s) and complete the appropriate lab forms/CRFs. 
24. Place in sample bag, seal the bag and keep at 2-8oC until transport to the laboratory. The specimen must be transported to the lab in a cooler box with ice bricks to keep it at 2-8oC during transport.  
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Figure 1. Measuring for nasogastric tube (Image from http://nursingfornurse.blogspot.co.za/2005/11/how-to-confirm-nasogastric-tube-ngt.html)




















6. [bookmark: _Toc482191298][bookmark: _Toc482209162]SOP Training
· Training Implications: site principal investigator, sub investigators (clinicians), study nurses, laboratory personnel, counsellors/recruiters, CRS/site  coordinator
· The PI or designee arranges training on SOPs for:
· New and existing staff members (all nurses and doctors working on the study should receive training) 
· Retraining on revised SOPs
· Retraining of a staff member in the event of a SOP violation/continuous SOP violations   
· There are two mechanisms for SOP training: attendance at a formal SOP training session, and self-study. Ideally, clinical team member should attend formal practical training. 
· Once staff members have read/trained on a SOP, they must sign the signature log which is attached to each SOP as proof of training/self-study. 
· These signature logs are kept in the study coordinator’s office until all relevant staff have signed, after which it is filed together with the Master Copy in the office of the CRS Coordinator.


7. [bookmark: _Toc482191299][bookmark: _Toc482209163]References
1. Jensen PA, Lambert LA, Iademarco MF, Ridzon R. Guidelines for preventing the transmission of Mycobacterium tuberculosis in health-care settings: MMWR Recomm Rep. Vol. 54  RR-17; pages 1-141; 2005. Available from: http://www.cdc.gov/tb/publications/guidelines/infectioncontrol.htm

8. [bookmark: _Toc482191300][bookmark: _Toc482209164]Definitions
None
9. [bookmark: _Toc482191301][bookmark: _Toc482209165]Review and Revision
This SOP is reviewed biennially or earlier as required by the PI or designee.

Revisions made on version 2.0 10 May 2017:
Section 5.1
· Oxymetazoline drops and Remicaine (Lidocaine hydrochloride) jelly specified as optional
· Sentence added regarding the type of bicarbonates used depending on the receiving laboratory (NHLS vs BARC)

Section 5.2
· Sentence added regarding the need the verify the pH depending on the study and/or receiving laboratory 
· Table with number of air changes per hour added
· Edits in text throughout for clarity

10. [bookmark: _Toc482191302][bookmark: _Toc482209166]Appendices

Signature Log (refer to site-specific signature and training logs) 
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Appendix 2. Standard operating procedure  for local on-site paediatric chest radiograph (CXR) reading, reporting and tranmission for central expert reading. 
Rationale: 
Chest radiographs (CXRs) form part of routine tuberculosis (TB) screening procedures to help diagnose tuberculosis (TB) in children. For paediatric TB clinical research purposes, CXRs are required as 1) a diagnostic tool to investigate for TB disease in children to help confirm the certainty of TB disease, 2) to assess the spectrum and severity of radiological disease and 3) to help assess response to anti-tuberculosis treatment in children diagnosed with TB disease. 
CXR reading processes for TB-CHAMP: 
Two separate and independent CXR reading processes will be undertaken for TB-CHAMP:
1. On-site, real time, single clinician CXR review to guide real-time clinical investigation and management. Please note that interpretation of local CXR taken on trial participants will be actively supported as needed, by the central expert protocol team.  
2. Retrospective central dual reading of CXR by experts at DTTC. This process will support the final assessment of TB disease for end point review. 

1. On-site, real time, single clinician CXR review 

1.1 Purpose
CXRs taken as per study schedule of evaluations for CHAMP will be reviewed by on-site local clinicians to facilitate appropriate real-time clinical management of the child participant, and as a tool for ensuring eligibility for inclusion on the trial (children considered to have active TB disease will be excluded and referred to local health facilities for tuberculosis treatment). Children assessed as having prevalent TB can be screened out by local site clinicians.  In addition to CXR at screening, ongoing CXR review will also be completed as per the SOE in the protocol at week 12, 48 and at any time TB disease is suspected.  These CXRs will all be assessed by the local site clinicians. Consultation with the expert clinical group for the protocol is very actively encouraged to support CXR interpretation and definition of TB as a study end point (the primary trial end point is incident TB at 48 weeks).
1.2 By whom, when and how are children’s CXR read? 
CXRs should be read by on-site local clinicians and reported using the standard CXR reporting tool, Child CXR local review (Form 8).  As much as possible, the same group of clinicians should review and report on the local CXRs. These clinicians should have attended training regarding the approach to CXR reading and classification for CHAMP. Training has been provided and ongoing training will be provided as needed. 
The CXR should be read within a maximum of 7 days (ideally less) of completing imaging.  If on-site clinicians require advice on specific CXRs, they should consult with the central clinical expert team.
1.3 CXR image types and reading equipment
Two CXR views should always be requested: antero-posterior (AP) and lateral.  Digital images should be obtained and available for electronic review. All discs containing CXR images should be appropriately archived and stored. Electronic soft copies should also be made and stored appropriately for central expert access and review.
1.4 Completing the CRF
CXRs are single read by on-site clinicians using Form 8. Please refer to the CRF completion guide and training material provided (e.g. CXR reading atlas) for further detail. 
1.5	Principles of CXR reading
1. Identification of the CXR image: Before reading the CXR, it is important to confirm that it was taken from the correct patient on the correct date, and that the right and left sides are appropriately labelled. 
2. Quality assessment: The quality of the films is important, and should be evaluated by looking at 3 aspects: rotation, penetration and inspiration.
· Rotation is absent when the clavicle ends are the same distance from the midline, and the anterior rib ends on each side are equidistant from the lateral chest wall
· For penetration to be adequate, the inter-vertebral spaces and blood vessels should be just visible through the heart shadow and you should be able to see the trachea and proximal bronchi.
· On adequate inspiration, 5-6 anterior ribs and 8-9 posterior ribs should be visible above the level of the diaphragm (use only posterior ribs in younger children). 
· If the reader decides that the quality of the CXR is insufficient for adequate interpretation, it should not be read and poor quality should be documented.  This information should be captured on the CXR Reporting Form and a repeat CXR should be requested if still clinically appropriate. 
· All Child CXR Local Review forms (Form 8)  must have QC and be appropriately signed off prior to data entry.
· If there is any doubt in the reading or interpretation of CXRs, local on-site clinicians are actively encouraged to consult with the central clinical expert trial group.

2.  Procedure for digitizing hard-copy CXR images
Please note that digital images are preferred to ensure better quality of images and improve the efficiency of data transfer for central review. If digital images are not available, the following is the procedure for digitizing hard-copy CXR images
2.1 Purpose
If not available digitally, all hard-copy CXR films need to be digitized so that they are accessible for expert review at a later time point. This is most easily done by photographing the CXR. On-site clinicians or their delegates need to take responsibility for digitizing the CXR and saving it electronically in the appropriate place, which will be communicated by the CHAMP trial data management group, to ensure integrity of the data at all times. Note that digitizing an image cannot improve the quality of the original CXR. 
2.2 Principle of the Procedure
Digital photography permits rapid collection and improved storage and transportation of the CXRs, which can be easily emailed to an individual/organisation. This will allow all study CXRs, from all sites, to be reviewed centrally by the same group of experts. Given the varying technical facilities at the various study sites, this procedure will be adapted to describe the process followed by each site to record CXR images. 
2.3 Equipment
· Light box for viewing X-rays	
· Digital camera or tablet with tripod
· Data/memory card
2.4 The Procedure
2.4.1.	Setting up the CXR image
a.	Check that the CXR was taken from the correct patient on the correct date, and that the left and right sides are appropriately labelled. Check the quality of the original CXR image (if unacceptable quality, repeat the CXR if possible)
b.	The CXR should be placed on the light box and the light switched on. A standard light box with 2 light panels of approximately 15 to 20-watt fluorescent light should be used. Only one light panel should be switched on when photographing the CXR. 
c.	The quality of the digital image can be improved by ‘framing’ the CXR image with a piece of cardboard (get a rectangular piece of cardboard, cut a hole in the centre that is the size of the CXR image and place this over the CXR before taking the photograph)
c.	Outside light entering the room should be minimised by drawing the curtain or switching off the overhead lightening.  (Note the room does not need to be completely dark)
d.	Complete a card with the
· child’s trial ID
· date that the CXR was performed.
· whether film is AP/lateral 
e.	Verify that the details on the card match those on the CXR
f.	Place this card below the CXR so that it is clearly visible but does not obscure any part of the actual CXR image
g.	Cover the patient’s identifying details that are printed on the original CXR using a card or paper
2.4.2. Setting up the camera or tablet:
a.	Camera recommendations:
· CPU of at least 3 million megapixels with a 24 colour depth
· Remote activation of the shutter
· Ability to save the photos in the jpeg and tiff formats
· Tripod
· Autofocus function
b.	Switch the camera/tablet on and ensure it contains a memory card
c.	Check the settings
· Mode
· Picture quality set to ‘FINE’
· Autofocus function ‘ON’
· White balance and ISO set to ‘AUTO’
· Flash function turned ‘OFF’
c.	Attach the camera firmly to the tripod
2.4.3.	Positioning the camera
· Place the tripod and camera approximately 1 meter from the CXR
· The camera should be lined up with the centre of the CXR from left to right and from top to bottom. You might need to place the tripod on a book or box for this.
· Use the zoom function so the image is central and occupies the most space possible in the viewfinder without any of the CXR or label being ‘cut-off’.
· Make sure you can see the patient study ID label and the entire CXR image
· Make sure all identifying labels are covered (e.g. patient name)
Figure 1.  Camera Set up 
[image: ]
2.4.4.	Capture the image by pushing the shutter down fully
2.4.5.	Check the quality of the image on the viewfinder. Check that -
· The image is central
· The image is in focus
· That you can see the full CXR image
· That you can see the patient study details on the card
If you are not happy with the quality of the image, check the quality of the original CXR image and / or re- take the photograph.
Examples of good and bad quality photographed CXR images:
	GOOD X-RAY

	[image: ]
	

	BAD X-RAY

	Film on an angle
	Patient details showing
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	Too small
	Under-exposed film

	

	




2.4.6.	Saving the photographed image
· While the image can be shared electronically from the camera, a copy should also be saved in the appropriate folder on the appropriate computer. The image should ideally be saved as a jpeg file (but tiff files and bitmap files are also acceptable, do NOT save it as a pdf). Check the quality of the digital image.
· The file name will be a combination of study number-month of birth-date of radiographs, as follows e.g. D000101Y-JAN-20170522.jpg and the study week number. Do not use the patient’s name as the file name. AP and lateral should always be indicated. 
2.5  Sharing the image for expert review:  The exact procedure for this process is still to be finalised and may involve uploading to a central platform. Details will be communicated to all sites at a later date.
3. Retrospective dual central reading by experts
[bookmark: The_radiograph][bookmark: The_Procedure]Purpose of retrospective expert review:  where review of CXR films by on-site clinicians allows assessment for eligibility for inclusion on the trial as well as real-time clinical management of the patient as potential trial end points, expert review (undertaken retrospectively) classifies the radiological findings that will be used in final analysis of trial outcomes.  For methods, please refer to DTTC Paediatric Chest Radiograph Reading SOP for central expert review.
APPENDIX 3: Template Lost To Follow Up Log 
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Air changes per hour (ACH) and time required for removal
efficiencies of 99% and 99.9% of airborne contaminants*

Minutes required for removal efficiency’

ACH 99% 99.9%
2 138 207
4 69 104
6 46 69
12 23 35
15 18 28
20 14 21
50 6 8
400 <1 1

* This table can be used to estimate the time necessary to clear the air of
airborne Mycobacterium tuberculosis after the source patient leaves the
area or when aerosol-producing procedures are complete.

1Time in minutes to reduce the airborne concentration by 99% or 99.9%.
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