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Continuing Review

Policy
The mandate of the Human Research Ethics Committee is to protect human research participants.  Continuing review of ongoing research is one aspect of this commitment. Continuing review must be substantive and meaningful focussing on whether the balance of risks and benefits for a particular study has changed, whether there are unanticipated findings involving risks to participants and/or others, and whether any new information regarding risks and benefits should be provided to participants. Review must occur within one year of the last approval date, unless the Committee determines that review should occur more frequently.  The Medicines Control Council (MCC) requires six monthly progress reports for clinical trials under its jurisdiction. Progress reports using the MCC format are acceptable to the Human Research Ethics Committee. Continuing review is additional to the review required for all amendments, serious adverse events and unanticipated problems.

For protocols initially reviewed by the full committee, the Committee must decide whether ongoing reviews/approvals require full-committee or expedited review. The Chair or a designee will perform expedited continuing reviews. The US Common Rule requirements for continuing review will apply to all federally-funded or supported research.

Purpose
The purpose of this policy is to provide guidance on the continuing review process. The policy also clarifies the consequences for an investigator failing to submit an annual progress report.

Procedures
Department of Health Guidelines
According to the Department of Health’s Research Ethics Guidelines (S. 4.7, 2004), the Human Research Ethics Committee must monitor the ongoing conduct of approved research. The frequency and type of monitoring should reflect the degree of risk to participants. The Committee must request, at least annually, reports from principal investigators on the following issues:

· Progress to date, or outcome of completed research.
· Information concerning maintenance and security of records.
· Evidence of compliance with the approved protocol.
· Evidence of compliance with any conditions of approval.

Further, a research ethics committee may conduct random inspections of research sites, data and signed consent forms and records of interventions (with prior consent and knowledge of participants). As a condition of approval of each protocol, researchers must report:

· Serious or unexpected adverse effects on participants.
· Proposed changes in the protocol.
· Unforeseen events that might affect continued ethical acceptability of the study.
· If a study is stopped before the expected date of completion and provide reasons.

Continuing Review in the Faculty of Health Sciences
Continuing review is a broad term that covers a range of possible procedures depending on the level of risk inherent in a study. For example, depending on the level of risk, the Human Research Ethics Committee may request:

· More frequent, than annual, continuing review.
· Sequential continuing review, for instance after the enrolment of a few participants.
· Independent monitoring of the consent process and rigorous evaluation of participants’ understanding of the protocol and of being a research subject.

The Human Research Ethics Committee must determine at the time of the initial and at the time of each continuing review whether it is necessary for future continuing reports to be submitted more frequently. Criteria which may be used to determine whether review should occur more frequently include:

· Magnitude of risks.
· Participants’ vulnerability.
· Magnitude of adverse events which may be irreversible, life threatening or disabling (the more so when there are no off-setting direct benefits to participants).
· The type and magnitude of a risk is unknown, for instance in proof of concept research involving initial attempts to find out if a laboratory discovery or hypothesis with potential clinical applicability works as expected when used in humans. The risks cannot be fully described until they are tested in humans and may be irreversible.
· Previous experience indicating that the frequency of adverse events is a potential concern.
· There have been non-compliance concerns which warrant more frequent monitoring.
· A protocol raises ethical concerns about research design or implementation for which there is no consensus or where available ethical or regulatory guidance is ambiguous or contradictory, for example using placebos in studies when there is a known effective treatment for a condition such as hypertension.

Documentation for Continuing Review
The principal investigator is responsible for timely submission of a protocol summary and status report on the progress of the research which includes:

· Number of participants enrolled.
· Number of participants who withdrew.
· Number of participants lost to follow-up.
· A summary of any complaints about the research since the last Committee review.
· A summary of any relevant recent literature, interim findings, and amendments or modifications to the research since the last Committee review.
· Any relevant multi-centre trial reports.
· Any other relevant information, especially about risks associated with the research. (Have risks and benefits been consistent with those originally anticipated?)
· Information regarding requests for changes.
· Changes in sponsors or funders.
· Changes in research personnel.
· A copy of the current informed consent documents, including Afrikaans and Xhosa translations if applicable.
· Any newly proposed consent documents.
· A summary of any unanticipated problems and available information regarding adverse events.  In many cases, such a summary could be a brief statement that there have been no unanticipated problems and that adverse events have occurred at the expected frequency and level of severity as documented in the research protocol, the informed consent document and any investigator’s brochure.

If the Committee has determined that a protocol requires continuing review at a full committee meeting then all members must receive and review a protocol summary and a status report on the progress of the study, and at least one member must receive the complete protocol, within two weeks of the convened meeting. The following materials are sent to the main reviewer:

Continuing review application which includes:

· A summary containing the relevant information required to determine whether the protocol continues to fulfil the criteria for approval.
· A status report on the progress of the research, including any changes previously approved by the Committee.

When reviewing the informed consent document(s), the Committee must ensure that:

· The currently approved or proposed consent document is still accurate and complete; and
· Any significant new findings that may relate to the participant’s willingness to continue taking part are given to participants.

The protocol must be approved by a majority of the members present.  After the meeting the investigator is notified of the action taken. The Committee’s conditions, if any, must be met before continuing approval may be granted.

Expedited review of progress reports by the Chair or designee follows the procedures outlined above. A list of all expedited continuing reviews will be provided at the next scheduled convened Committee meeting.

As a rule, initial approval for a research study is for one-year only, with approval expiring on the one-year anniversary date of the original approval date. The continuing review date is set according to the date on which final approval is granted, either by full-committee or expedited review. [Note: this does not apply to US federally-funded or supported research – see below for separate guidance.]

Principal investigators are responsible for ensuring that progress reports are submitted with enough time for continuing review to take place before the expiry date of the study. The Human Research Ethics Committee does not have the resources to notify investigators when their studies require annual renewal. If an annual progress report is not submitted prior to the expiry date, a study’s approval will lapse and no data may be collected or used during the period of lapsed approval. Where no applications for renewal are forthcoming, a study will be closed.

If the full committee (or Chair or designee) does not approve the continuation of a study, it must inform the principal investigator in writing, with reasons for its decision. The principal investigator is invited to respond in person or in writing providing justification for revising the decision or a proposal to change the protocol. The fact that an appeal by the principal investigator is on-going does not change the expiry date of prior approval or the consequences of a lapse in such approval. If the principal investigator appeals the decision the Committee must ensure there is a fair hearing of the appeal.


Continuing Review of Federally-funded or Supported Research
An application to continue an active study shall be reviewed based on approval criteria that are the same as for initial reviews (45 CFR 46.111):

· Minimisation of risk
· A reasonable balance of risks and anticipated benefits
· Equitable selection of subjects
· Informed consent is adequate and appropriately documented
· Adequate safety monitoring
· Adequate provisions to protect privacy and confidentiality
· Protection of vulnerable participants

Protocols that require full committee review for their initial reviews generally need it for their continuing reviews.  The expedited process may be used when:

· The Human Research Ethics Committee documented its decision that the study involves ‘minimal risk’ and is eligible for future expedited review.
· The protocol is permanently closed to enrolment of new participants, all enrolled participants have completed all study-related procedures and interventions, and the research remains active only for long-term follow-up of participants; or
· No participants have been enrolled and no additional risks have been identified; or
· The remaining research activities are limited to data analysis.
· Studies were initially approved by expedited review and during the course of the study the risks have not increased and the principal investigator is not proposing changes in the study that affect its minimal risk status.

After the meeting the investigator is notified of the action taken. If approved, the informed consent dates must be modified to reflect the new period of approval and expiry.

Setting the Continuing Review Due Date:

Except when an expedited review procedure is used, the protocol continuing review date is set according to the date of approval by a full committee meeting.

The following scenarios clarify how the date for continuing review is determined (assuming annual review):

Scenario 1
The Human Research Ethics Committee reviews and approves a protocol without any conditions at a full committee meeting on November 30, 2007.  Continuing review must occur within one year of the date of this meeting, i.e. by November 30, 2008.

Scenario 2
The Human Research Ethics Committee reviews a protocol at a full committee meeting on November 30, 2007 and approves the protocol contingent on minor conditions the Chair or designee can verify. On February 1, 2008 the Chair or designee confirms that the required minor changes were made. Continuing review must occur within one year of the date of the convened Committee meeting at which the Committee reviewed and approved the protocol, that is, by November 30, 2008.

Scenario 3
The Human Research Ethics Committee reviews a study at a full committee meeting on November 30, 2007, and has serious concerns or lacks significant information that require Committee review of the study at a subsequent convened meeting on January 31, 2008. At their January 31, 2008 meeting, the Committee completes its review and approves the study. Continuing review must occur within one year of the date of the convened meeting at which the Committee approved the protocol, that is, January 31, 2009.

For a study approved under expedited review, continuing review must occur within one year of the date the Chair or designee gives final approval to the protocol.

Review of amendments does not alter the date by which continuing review must occur because continuing review examines the full protocol, not simply a change to it.

Ultimate responsibility rests with the principal investigator to monitor and track approval periods and to ensure continuing reports are filed in time for Human Research Ethics Committee review, in particular where review by full committee is needed.

The US federal regulations make no provision for a grace period extending the conduct of research beyond the expiry date of approval.  Therefore, continuing review and re-approval of research must occur on or before the date when approval expires. If an investigator fails to provide continuing review information to the Human Research Ethics Committee or the committee has not reviewed and approved a study by the specified continuing review date, the research must stop, unless the committee finds that it is in the best interests of individual participants to continue taking part in the research interventions or interactions. Enrolment of new participants, participant follow-up and data collection may not occur after a study has expired. When continuing review of a study does not occur prior to the end of the approval period specified by the Committee, the Committee’s approval expires automatically. Depending on its administrative capacity, the Human Research Ethics Committee will send a letter informing the principal investigator of the suspension but the responsibility rests with the researcher to suspend enrolment.

Researchers who allow a lapse of an annual renewal or who fail to respond to feedback regarding a proposed amendment or adverse or unanticipated event, may be informed that their funding has been frozen, that other proposals will not be reviewed, or that they have triggered a higher  level of continuing review, such as an internal audit process.

Verification of No Material Changes since Prior Human Research Ethics Committee Review
The Human Research Ethics Committee or other agents designated by the Committee may determine at any point during the period of approval for a particular protocol 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 the following sources of verification:

· Pharmacy distribution records
· Data Safety Monitoring Boards
· Sponsors
· Research participants’ records
· Hospital medical records

A request for verification that no material changes have occurred since prior Human Research Ethics Committee review may be made by, among others:

· The Human Research Ethics Committee based on information in the continuing review form.
· A potential incident of non-compliance raises concern.
· The Chair, a Committee member, the Committee’s administrative staff.
· An investigative subcommittee or an independent audit team.

Study Closure or Final Report
A study is considered active or ongoing until a study closure or final report is submitted to the Human Research Ethics Committee. This is also consistent with FDA regulations (21 CFR 56.108) which require prompt reporting to the Committee of any changes in research activity, and completing a study is considered a change in activity.

The principal investigator can voluntarily close a study when completed and Human Research Ethics Committee approval is no longer required, when all participant accrual is completed and/or all data (including study follow-up data) pertaining to participants have been collected and when no further interaction with participants is planned for research purposes. In multi-centre commercial trials, the principal investigator must provide confirmation from the sponsor that all participants have completed their final visits and follow-up at the local site (i.e. University of Cape Town) is complete.

To formally close a study, the principal investigator must submit a final report specific to that study. Final reports will be reviewed and approved by an expedited process. The principal investigator will be sent written notification of the study’s closure. If a study is not closed but is allowed to expire as a lapse in approval, an administrative suspension letter may be sent to the principal investigator.

If a principal investigator terminates employment with the University, he or she must submit a final report to the Human Research Ethics Committee or transfer the protocol to another principal investigator via an amendment which requires Committee approval.  If the principal investigator is unwilling or unable to provide such an amendment, the Committee may choose to administratively close the study.
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