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1. PURPOSE AND SCOPE

1.1 Purpose

The purpose of this Standard Operating Procedure (SOP) is to describe the framework and
processes for the Post-Approval Active Monitoring (PAAM) of research studies approved by
the Research Ethics Committee - Human (REC-H).

1.2 Scope

This SOP applies to all research studies approved by the REC-H. It guides REC-H members,
appointed monitors, and researchers in the conduct of post-approval active monitoring,
including research site visits and audits. This SOP gives effect to section 5.5.1.12 of the
National Health Research Ethics Committee (NHREC) 2024 guidelines (3™ ed.), which
stipulate that RECs have the right to monitor research studies they approve and may adopt
appropriate mechanisms for this purpose, including random site inspections.

2. DEFINITIONS

Monitoring To observe and systematically check the progress or quality of
research activities over a period of time.

Post-Approval Active A process whereby the REC-H proactively oversees the progress
Monitoring (PAAM) of a study by conducting visits to research sites, after study
approval, to audit, inter alia, research documents, quality control,
research staff competency, ethics training, informed consent
processes, enrolment procedures, privacy protections, participant
wellbeing, and data management.

Post-Approval Passive This is usually a paper-based, annual process of receiving and
Monitoring (PAPM) reviewing regular reports from the Principal Investigator (PI) (e.g.,
annual progress reports, challenges encountered, amendment
requests, adverse event reports). A site visit may be necessitated
in cases of adverse events, serious adverse events for high-risk
research studies and other occurrences that prompt concerns for
REC-H.

For-cause audit A monitoring visit initiated due to specific concerns regarding
compliance, protocol adherence, or participant safety. This audit
can focus on part or all study-related activities.

Routine/not-for-cause audit A monitoring visit conducted randomly or as part of a routine
schedule, without a specific trigger or complaint.

Investigator initiated audit A Pl may request a site visit/review to audit records and procedures
to ensure compliance with the REC-H regulations, institutional
policies, and/or prepare for an external audit by a sponsor or other
agency (e.g., SAHPRA, HPCSA, SANC, SAPC, SACSSP, ECSA,
SACE).

Principal/Primary investigator | The individual responsible for undertaking a research study at a
(P1) research site.




Primary responsible person This individual must be a fulltime member of permanent staff, or a

(PRP)

research associate and professional associate, HEAVA's
(Honorary, Emeritus, Ad Personam, Visiting, and Adjunct
Professors), and usually the supervisor of the PI or student in the
case of the study being for the purposes of acquiring a qualification.

Monitoring To observe and systematically check the progress or quality of

approved research activities over a period of time.

Monitoring team A delegation from the REC or competent individuals/entities

appointed by the REC to perform the site inspection.

Low-risk study Research where the only foreseeable risk is one of inconvenience

or discomfort, or where the probability and magnitude of possible
harms implied by participation are no greater than those posed by
everyday life in a stable society.

Medium-risk study Research involving vulnerable groups, sensitive or potentially

sensitive topics, access to private information, and in which there is
a potential risk of harm or discomfort, but where appropriate steps
can be taken to mitigate or reduce overall risk.

High-risk study Research poses a real and foreseeable risk of harm or serious

adverse consequences to participants and researchers if not
managed in a responsible manner.

3. RESPONSIBILITIES

31 Research Ethics Committee: Human (REC-H)

Identifies studies and sites for active monitoring at its discretion.

Notify Pls of the selection of their study for PAAM and explain the preparations for the
visit.

Determines the mandate and scope of each monitoring activity.

Appoints a qualified monitoring team, which will typically comprise two members or
more of REC-H.

Determines the chair of the monitoring team.

Reviews monitoring reports and deliberates on findings.

Provides written feedback and resolution to the PI.

Give the PI the opportunity to address the identified gaps within a specified/negotiated
timeframe.

Makes decisions regarding the continuation, suspension, or termination of study
approval based on the reports received after the site visit by the monitoring team.

3.2 Principal investigator (PI)

Cooperates fully with the REC-H and the monitoring team.

Provides access to the research site, staff, and all relevant documents (e.g., source
data, consent forms, regulatory binders, participant records) upon request.

Submits required reports (e.g., from other regulatory bodies, clinical trial monitors) to
the REC-H in a timely manner as stipulated in other SOPs.

Implements corrective and preventive actions as required by the REC-H.

In the event that the study is for qualification purposes, the Pl must be supported by
the PRP. Where practical the PRP should be present during the site visit. The Pl must
work with the PRP to address the feedback and implementing the corrective measures.




3.3 Monitoring team

Conducts the site visit professionally and objectively, adhering to the defined scope.
Each team member completes the monitoring form during the visit, independently.
Holds a post-inspection interview to provide feedback and to gather additional
information about matters that the Pl/site representative and/or monitoring team
wishes to raise.

The monitoring team chair submits a written report to the REC-H within five working
days following the inspection. This report will reflect the collective findings of the
monitoring team and accompanied by each team members completed form.

4. INDICATIONS FOR ACTIVE MONITORING
The REC-H may institute PAAM in the following situations, which include but are not limited

to:

research classified as high-risk or medium-risk (e.g., involving vulnerable populations,
sensitive topics, innovative interventions, deception).

failure of the Pl to submit annual progress reports despite repeated reminders.
detection of irregularities in submitted reports that compromise participant safety.
reports of misconduct or irregular activity pertaining to the study in general and at the
study site from any source.

a high volume of applications from a single PI raising concerns about adequate
oversight.

frequent or significant protocol deviations and violations.

occurrence of several Serious Adverse Events (SAEs) without an adequate
management plan.

to verify the accuracy and reliability of submitted data.

as a result of complaints about the conduct of the study.

routine, random selection for quality assurance.

5. PROCEDURES FOR POST-APPROVAL ACTIVE MONITORING

5.1 Identification and initiation

The REC-H will identify a study for PAAM based on the indications listed in Section 4. The
REC-H Chair and Deputy Chair leading PAAM, in consultation with the REC-H committee, will
formally commission a monitoring team and define the scope of the visit.

5.2 Pre-visit procedures

1.

The REC-H Deputy Chair via the Ethics Manager will send a formal written notice to
the PI, informing them of the upcoming site visit, the objective, and the composition of
the monitoring team.

A date and time for the visit will be negotiated between the Pl and Ethics Manager.
The Ethics Manager will make the arrangements for the site visit in conjunction with
the monitoring team.

5.3 Site visit and inspection

1.

2.

3.

The visit begins with a pre-inspection meeting with the research team to discuss the
objectives and process.

The monitoring team will conduct the inspection using the monitoring form (Appendix
A).

The inspection may include:

Review of regulatory documents and REC approvals.

Verification of informed consent documentation and process.

Inspection of participant records and source data.

Assessment of adherence to the protocol and SOPs.

Evaluation of data management, storage, and confidentiality measures.
Observation of study procedures (where feasible and appropriate).

O O O O O O



o Interviews with research staff.

4. The REC-H may determine at any point during the period of approval for a particular
protocol, or during a site visit, that the protocol requires verification from sources other
than the investigator that no material changes have occurred since prior Committee
review. The nature of the study will determine from which source verification is to be
requested. The decision will be made on a case-by-case basis using, among others,
the following sources of verification:

o Pharmacy distribution records

Data Safety Monitoring Boards

Sponsors

Research participants’ records

Hospital medical records

5. The monitoring team will complete the monitoring form during the visit.

6. The PI must receive the monitoring team at the inspection site.

7. The Pl must make available all the documentation as required/requested by the
monitoring team during the site visit.

O O O O

5.4 Post-visit procedures and reporting

1. The visit concludes with a post-inspection interview with the Pl/site representative to
discuss preliminary findings and any immediate corrective actions.

2. The monitoring team will prepare a detailed written report, including all observations
and completed forms.

3. This report must be submitted to the REC-H Secretariat within five (5) working days of
the site visit to place on the agenda of the next REC-H meeting for consideration,
deliberation and resolution based on the findings.

4. Whilst REC-H deliberations ensue all research activities should be temporarily
suspended.

5. After deliberation, the REC-H will provide written feedback to the Pl with one of the
following resolutions:

e Acceptable. The report is accepted with no cause for further action.

e Corrective action required. The Pl is requested to provide additional
information or implement corrective actions. This may involve temporary
suspension of recruitment or study approval until proof of corrective action is
provided and accepted by the REC-H. If additional information is requested the
Pl must submit this within 72 hours. A written corrective action plan and where
relevant evidence must be submitted to the Ethics Manager within seven (7)
working days.

o Suspension or termination of approval. The study approval is suspended or
withdrawn due to serious non-compliance or risks to participant safety. This
must be in accordance with the NHREC guidelines as outlined in Section 6 of
this SOP.

5.5 Request for Reconsideration and Appeals

As outlined in the REC-H SOP for reconsideration and appeals, if the Pl disagrees with the
REC-H's findings or required actions, they may follow a formal process to request the REC-H
to reconsider its decision.

6. SUSPENSION OR TERMINATION OF STUDY APPROVAL
Any suspension or withdrawal of study approval must be conducted in accordance with the
NHREC guidelines and REC-H guidelines. The NHREC guidelines make the following
provisions for suspension/discontinuation of approved studies.
o Where circumstances indicate that a project is non-compliant with the approved protocol
and the interests of participants are at risk of harm, the REC-H may withdraw approval
after due process.



e A clear process should be followed that permits swift but proper investigation and
decision-making to ensure the protection of participants. The investigation should
include interaction with the researchers and other interested parties to ensure a fair and
transparent process.

e If the decision is to withdraw approval, the REC-H should inform the Pl and other
interested parties, including the institutional authorities, and recommend suspension
(temporary stoppage) or termination (permanent stoppage) of the project. It should also
recommend remedial action where appropriate.

e A study closure report or other communication must be submitted to the REC-H,
especially regarding student projects, to facilitate the process leading to graduation.

Additionally, if study approval is suspended or terminated, the researchers must provide a plan
to the REC confirming the follow-up of participants and the steps taken to safeguard them
against harm.

The REC-H requires closure/discontinuation reports to be submitted no later than one (1)
month after reaching such conclusion. Details on this process can be found on the REC-H
website.



APPENDIX A. POST-APPROVAL ACTIVE MONITORING DOCUMENTATION FORM FOR
SITE INSPECTIONS

STUDY TITLE:

PI TITLE, INITIALS, SURNAME:

PRP TITLE, INITIALS, SURNAME:

CO-WORKERS’ TITLE, INITIALS, SURNAME:

STUDY SITE:

DATE OF SITE VISIT:

REC-H PROJECT ID: REC-H DATE OF FINAL APPROVAL:

STUDY RISK LEVEL (select applicable option)
[l Low
(1 Medium
71 _High
REC-H MONITORING TEAM MEMBER FULL NAMES:

1. Reason for site inspection (select one or more of the following)

[J High risk study
Annual progress reports not submitted
Participant safety compromise
Frequent protocol deviations, violations, amendments by the same PI
Several severe adverse events with inadequate or no management plan
Verification of the accuracy and reliability of data that has been submitted
Due to complaints received about how the study is being undertaken
Real-time assessment of conduct of study and protection of human participants during
a study
[J At the request of an authorised agency/professional body/study sponsor
Routine/not-for-cause REC-H monitoring visit
Investigator initiated audit

OoOoCooOoodg
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2. Could the PI/PRP provide evidence of the following

YES NO N/A

2.1 Approved final protocol

Chronological timeline.

A timeline reconstruction in the form of a table
documenting for example when recruitment invitations
were received, consent  signed, interviews
conducted/questionnaires administered, transcriptions
completed/quantitative data cleaning completed,
coding conducted, themes developed, analysis
completed, draft submitted to supervisor, supervisor
feedback received, final submission.

The recruitment process with supporting evidence (this
could include email invitations, letters of request,
WhatsApp or scheduling messages, etc.)

2.2 Completed informed consent forms

Gatekeeper permissions




The final interview schedule/questionnaire(s) used to
collect data.

Collected data

e a table of all interviews conducted, or
questionnaires administered (with participant ID or
pseudonym, role, date, mode of delivery, etc)

e Quantitative: online survey link or physical
measures used, any pilot testing documentation,
data spreadsheets, databases, etc

e - Qualitative: original interview / focus group audio
recordings with timestamps, full interview/focus
group transcripts with file timestamps, etc

That data analysis occurred

e qualitative (the coding framework or codebook used
for analysis, evidence of coding e.g. NVIVO/Atlas.ti/
MAXQDA project files or manual coding tables in
Excel, extracts showing coded transcripts, thematic
development document e.g., theme generation
notes, analytic memos, category tables).

¢ Quantitative (the original raw dataset as captured
before cleaning, the cleaned dataset used for
analysis, earlier drafts of the results chapter and
supervisor comments on analysis)

Supervisor engagement (e.g., email correspondence,
meeting records, confirmation that the supervisor
reviewed the analysis and results sections before
submission, formal written statement from the
supervisor confirming that the research was conducted
under their supervision, that data collection occurred
after ethics approval, that they reviewed transcripts or
other data and analysis, that the reported results
correspond with the analysis outputs, that the work
submitted represents the students own authentic

work).

2.3 Amendment approvals to the protocol prior to
implementation thereof

24 Current valid research ethics training

2.5 Written records on progress of the study

2.6 Proof of corrective actions in response to previous
inspections

3. Details of the person(s) who performed the following aspects of the protocol
3.1 Verified application of study inclusion and exclusion criteria

3.2 Obtained Informed Consent

3.3 Collected adverse event data

3.4 Data collection and capture

3.5 Who is responsible for enrolment

4. Date that the first study participant(s) were enrolled:




5. Were the following adhered to?

YES | NO N/A
5.1 Protocol and investigational plan
52 Protocol deviations documented, reported, and approved
before implementation
5.3 | Informed consent forms signed by participants or legally
authorised representative prior to enrolment
54 Were informed consent forms the same as those approved
by REC-H
5.5 Timelines for reporting
5.6 Respecting participant privacy adequately
5.7 | Safety events, including social harms were reported to REC-
H and any sponsors timeously
5.8 | Adequate follow-up and effective management of safety
events, e.g., referral for treatment
5.9 | All aspects of the investigation were performed
6. Type(s) of data collected
71 Questionnaires
71 Clinical results and observations
71 Lab studies
(1 Case records
[ Interviews
1 Observations
[J Photographs
[J Digital records
1 Other: (provide details)

7. Where were data stored? Is it in line with the approved protocol?

8. Observing informed consent and participant enrolment

8.1 Did the monitoring team member observe how informed consent and participant
enrolment were conducted? YES/NO/Not applicable [if yes answer questions 8.1.1 —
8.1.3]

8.1.1 Was enrolment conducted in a private space? YES/NO/Not applicable

8.1.2 Was understanding ascertained during informed consent? YES/NO/Not applicable

8.1.3 Was informed consent reinforced during follow-up visits? YES/NO/Not applicable

9. Data confidentiality and management
9.1 Was confidentiality of data maintained? YES/NO/Not applicable
9.2 If yes, how was this achieved?

9.3 If no/not applicable, provide details:

10. Deviations, violations, amendments, adverse events and serious adverse events

10.1 Is there a file for deviations, violations and amendments? YES/NO/Not applicable

10.1.1 If yes, are these approved and reported to the relevant authorities?

10.1.2 If no/not applicable, provide details:




10.2 Is there a file for adverse and serious adverse events? YES/NO/Not applicable
10.2.1 If yes, are these approved and reported to the relevant authorities?

10.2.2 If no/not applicable, provide details:

11. Human biological material (HBM) and investigational drugs

11.1 How was the HBM sourced?

11.2 Was evidence of ethically sourced HBM provided? YES/NO/Not applicable

11.3 Who was responsible for the HBM/investigational product?

11.4 Are shipping records available for HBM? YES/NO/Not applicable

11.5 Are shipping records available for investigational drugs? YES/NO/Not applicable

11.6 Are there valid export permits? YES/NO/Not applicable

11.7 Is a signed material transfer agreement in place in the correct format? YES/NO/Not
applicable

11.8 How are investigational products/HBM/drugs disposed of?

12. Qualitative research data generation

12.1 Was the monitoring team member able to observe qualitative data generation in action?
YES/NO/Not applicable

12.1.1 If yes, was it conducted professionally and in line with the approved protocol?
YES/NO and provide details:

13. Post-inspection interview with Pl/site representative

The following matters should be covered and recorded:
13.1 Issues that arose from the inspection

13.2 Suggested remedial measures

13.3 Allow for other comments from the PI, monitoring team
13.4 Any other urgent matters

14. Post-visit evaluation

14.1 Overall evaluation category
[ Excellent
[J Acceptable, no serious or urgent concerns
J Minor concerns requiring attention
[1 Serious concerns about participant safety/protocol adherence

Signature of monitoring team member:

Date:




APPENDIX B. FOR-CAUSE AUDIT FORM

STUDY TITLE:

PI TITLE, INITIALS, SURNAME:

PRP TITLE, INITIALS, SURNAME:

CO-WORKERS’ TITLE, INITIALS, SURNAME:

STUDY SITE:

REC-H PROJECT ID: REC-H DATE OF FINAL APPROVAL.:

STUDY RISK LEVEL (select applicable option)
[l Low
(1 Medium
71 High

STUDY STATUS (select applicable option)
(1 Active
[0 Suspended
1 Closed

REC-H MONITORING TEAM MEMBER FULL NAMES:

AUDIT REQUESTED BY:

AUDIT START DATE: AUDIT END DATE:

LOCATION OF THE AUDIT:

1. Select the reasons for the for-cause audit.
[l Compliance
[] Serious adverse event
[1 Protocol deviation
[J Data integrity
11 Other (specify):

2. Could the PI/PRP provide evidence of the following?

YES NO N/A

2.1 Approved final protocol

Chronological timeline.

A timeline reconstruction in the form of a table
documenting for example when recruitment invitations
were received, consent  signed, interviews
conducted/questionnaires administered, transcriptions
completed/quantitative data cleaning completed,
coding conducted, themes developed, analysis
completed, draft submitted to supervisor, supervisor
feedback received, final submission.

The recruitment process with supporting evidence (this
could include email invitations, letters of request,
WhatsApp or scheduling messages, etc.)

2.2 Completed informed consent forms

Gatekeeper permissions




The final interview schedule/questionnaire(s) used to
collect data.

Collected data

e a table of all interviews conducted, or
questionnaires administered (with participant ID or
pseudonym, role, date, mode of delivery, etc)

e Quantitative: online survey link or physical
measures used, any pilot testing documentation,
data spreadsheets, databases, etc

e - Qualitative: original interview / focus group audio
recordings with timestamps, full interview/focus
group transcripts with file timestamps, etc

That data analysis occurred

e qualitative (the coding framework or codebook used
for analysis, evidence of coding e.g. NVIVO/Atlas.ti/
MAXQDA project files or manual coding tables in
Excel, extracts showing coded transcripts, thematic
development document e.g., theme generation
notes, analytic memos, category tables).

¢ Quantitative (the original raw dataset as captured
before cleaning, the cleaned dataset used for
analysis, earlier drafts of the results chapter and
supervisor comments on analysis)

Supervisor engagement (e.g., email correspondence,
meeting records, confirmation that the supervisor
reviewed the analysis and results sections before
submission, formal written statement from the
supervisor confirming that the research was conducted
under their supervision, that data collection occurred
after ethics approval, that they reviewed transcripts or
other data and analysis, that the reported results
correspond with the analysis outputs, that the work
submitted represents the students own authentic
work).

2.3 Amendment approvals to the protocol prior to
implementation thereof

24 Current valid research ethics training

2.5 Written records on progress of the study

2.6 Proof of corrective actions in response to previous

inspections

3. Described the documents reviewed and provide reasons.




4. Provide a precise and succinct description of the audit findings.

5. Identify the corrective and preventative measures to be considered and/or actioned.




6. Audit conclusion

Overall compliance status 0

Complaint

Minor non-compliance (slight deviations from
approved protocol in one step of the research
process and no risk to participants due to this
slight deviation)

Major non-compliance (deviation from the
approved protocol in multiple steps of the research
process and increased level of risk to participants
due to the deviations)

Serious breach (non-compliance with the approved
protocol)

Recommendations to REC-
H

Required follow-up actions

Deadline for PI/PRP to
submit corrective action
plan and evidence of
implementation thereof

Lead auditor name and sumame:

Lead auditor signature:

REC-H Chair/Designee name and surname:

REC-H Chair/Designee signature:

Date:

Date:




