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PREFACE

These Operational Guidelines are intended to provide international guidance to health research sponsors for the establishment and operation of Data and Safety Monitoring Board (DSMBs). They are based on a review of the existing guidances and requirements for DSMBs from national and international organisations, as well as on the observation of existing practices of DSMBs in countries and institutions around the world.

The ethical and scientific standards for carrying out biomedical research on human subjects have been developed and established in international guidelines, including the Declaration of Helsinki, the CIOMS International Ethical Guidelines for Biomedical Research Involving Human Subjects, and the WHO and ICH Guidelines for Good Clinical Practice. The WHO/TDR Operational Guidelines for Ethics Committees That Review Biomedical Research have contributed to the development of ethical review practices in health research, establishing an international standard for promoting quality and consistency in ethical review. Compliance with international ethical and scientific guidance in health research contributes to ensuring that the dignity, rights, safety, and well-being of research participants are promoted and that the results of the investigations are valid.
For more than 50 years, the randomised controlled clinical trial has been recognised as the standard method for evaluating the safety and efficacy of a medical intervention. The process of comparing alternative treatments and arriving at conclusive results is rigorous and complex. An essential ethical consideration in research involving human subjects is that studies should not be continued if the methodology of the study is no longer appropriate. Studies may also require early termination if there is strong evidence that the study has already achieved its primary objectives or the accrued evidence indicates the primary objective(s) will likely not be achieved or that there is a negative trend in the benefit/risk ratio. Furthermore, a study may need to be modified if it is observed that the accrued data are not in line with the study design assumptions. These considerations may be especially appropriate for studies with serious outcomes or endpoints, such as mortality, serious morbidity, or irreversible adverse effects.
To preserve study integrity or to protect research participants, there may also be a need to modify the study protocol, such as modifying eligibility criteria, increasing the sample size, or adjusting the participant recruitment rate. In these circumstances, sponsor(s) and investigator(s) may need independent advice for making such decisions. In order to ensure ongoing scientific integrity, human subjects protections, data credibility, and the avoidance of conflict of interest, an independent DSMB may be essential for complex or pivotal studies. It is now recognised that a DSMB is often in the best position to provide independent assessment of the continued appropriateness and safety of an ongoing study, so that the study adheres to, and maintains, the highest possible scientific and ethical standards.

1 OBJECTIVE

The objective of these Guidelines is to contribute to the preservation of scientific integrity and human subjects protections in health research. These Guidelines describe the constitution, role, responsibilities, and operating framework for Data and Safety Monitoring Boards (DSMBs). The Guidelines are intended to complement existing regulations and practices, while serving as a basis upon which specific written procedures for the functions of DSMB can be developed by the sponsor. In this regard, the Guidelines provide international guidance to assist sponsors in developing, evaluating, and progressively refining DSMB charters and Operating Procedures. They are intended to assist DSMB members, sponsors, investigators, members of ethics committees, regulatory authorities, and patients and their organisations on the role and functions of DSMBs. Users of these Guidelines should be mindful of national laws and regulations as they apply to health research, especially as they concern the establishment and operations of DSMBs.
2 THE NEED FOR A DSMB

All clinical studies require safety monitoring throughout the duration of the research, but not all studies require monitoring by a DSMB. DSMBs may be critical in studies intended to save lives or prevent serious disease progression or reduce the risk of a major adverse health outcome. DSMBs are particularly important in studies where interim data analysis is required to ensure the safety of the research participants. A DSMB is often considered relevant in the following kinds of studies:

2.1 with mortality and/or severe morbidity as a primary or secondary end-point;

2.2 studies focused on evaluating the clinical efficacy and safety of a new intervention intended to reduce severe morbidity or mortality;

2.3 early study of a high-risk intervention, whether or not randomised;

2.4 studies in the early phases of a novel intervention with very limited information on clinical safety or where prior information raises concern regarding potential serious adverse outcomes, for example, dose-escalating studies;
2.5 studies where the design or expected data accrual is complex, or where there may be ongoing questions with regard to the impact of accrued data on the study design and participants’ safety, particularly in studies with a long duration;

2.6 in studies where data could justify early study termination, such as the case of an intervention intended to reduce severe morbidity or mortality might turn out to have adverse effects that result in increased morbidity or mortality;

2.7 studies carried out in emergency situations or with vulnerable populations.
DSMBs are not required in all studies fitting into the above categories and there may be sound reasons for establishing a DSMB in other circumstances. As a rule, sponsors should consider the need for the establishment of a DSMB in advance of undertaking a particular study. An ethics committee may also suggest to the sponsor that a DSMB be established for a particular study.
3 THE PLACE OF A DSMB
The DSMB occupies a unique and important place in studies requiring specialised monitoring for data and safety. Constituted and functioning under the authority of the sponsor, a DSMB is an independent advisory body responsible for assessment of data during the conduct of study in a manner that contributes to the ongoing scientific and ethical integrity of the study. The DSMB’s recommendations provide the sponsor with an overall scientific, safety, and ethical appreciation of the development of the study and its ability to maintain the rigour of its design and appropriate attention to human subjects protections.

Safety monitoring should be conducted for all clinical trials, but this responsibility may never be solely that of a DSMB. Serious adverse events (SAEs) should be regularly monitored by the sponsor and reported to the appropriate parties according to regulatory requirements. In addition, safety data should be monitored in a blinded fashion by the investigators and study data managers.
It is essential that all parties engaged in a study have confidence in the function and decisions of the DSMB. This includes research participants, investigators, ethics committees, and regulatory authorities, as well as the study and site personnel. While the recommendations of a DSMB are communicated directly to the sponsor, it is necessary that when developing the charter of the DSMB the sponsor also indicate the other relevant parties who will receive the recommendation of the DSMB, as well as the manner in which that recommendation is to be communicated to, and acted upon, by the various parties during the course of the study.
4 THE ROLE OF A DSMB

At regularly defined intervals the DSMB reviews and evaluates clinical efficacy and safety data collected during the study, and assesses reports on cumulated serious adverse events (SAEs). When requested, emergency reviews of data for safety-related issues may be requested by the sponsor. At the conclusion of the review, the DSMB provides a recommendation to the sponsor regarding the ongoing scientific and ethical integrity of the study based on the data it has reviewed and the progress report of the study in reference to the study protocol.

DSMBs should provide independent, competent, and timely review of the data of an on-going study. In their composition, procedures, and decision-making, DSMBs should have appropriate independence from political, social, institutional, professional, and market influences. Their procedures should promote independence in decision-making vis-à-vis the sponsor. Similarly they need to demonstrate competence and efficiency in their work.
Although a DSMB should generally not recommend stopping a study for safety reasons without looking at the available efficacy data, review of efficacy data should not be regarded as routine. The efficacy data should be reviewed when the DSMB has safety concerns that might lead to a recommendation to stop the study for safety. At the point it becomes necessary to review the efficacy data, it may also be necessary to review the benefit/risk analysis against accumulated data.
The DSMB has no direct relation with the ethics committee. However, all amendments and revisions that received a positive decision from the ethics committee should be submitted to the DSMB, whether or not related to recommendations of the DSMB. Site-specific amendments may require special treatment.
5 CONSTITUTING A DSMB

When required by the nature of a study, a sponsor should establish a DSMB to ensure the broadest possible coverage of protection for potential research participants, and to ensure the integrity and validity of the scientific result that is obtained. The sponsor is responsible for establishing the DSMB’s charter, which should be included in (or referred to by) the study protocol. This may be undertaken with advice from the investigator(s) or other parties involved in the study.
The charter should indicate the authority under which the DSMB is constituted together with its responsibility, procedures, communications, and decision-making procedures – when and as applicable – vis-à-vis the sponsor, the investigator(s), study statistician, data manager, ethics committee(s), and regulatory authority(ies). To ensure consistency and facilitate cooperation, the sponsor should ensure the DSMB receives the information it requires and that its decisions are made available to all concerned in an appropriate manner.

The sponsor is responsible for constituting a DSMB in such a way that the review and evaluation of accumulated data during the course of the study can be executed competently and free from bias or influence that could affect the independence of the DSMB decision-making.

The sponsor is responsible for the selection and appointment of DSMB members as well as ensuring that the DSMB has the means and resources to function well. In order to achieve competent reviews and sound recommendations, the DSMB should be multi-disciplinary, including as appropriate expertise in medicine (physicians with relevant backgrounds), clinical pharmacology and/or toxicology, epidemiology, statistics, clinical trial process, and ethics. The competencies of the members of the board should be determined according to the nature of the study to be monitored. Appropriately qualified members able to act independently are essential to the DSMB’s role in ensuring research integrity and patient/participant safety. The DSMB should be fully constituted and meet to review its charter and the study protocol before the study begins.

In international studies representation should be considered from participating countries. For studies conducted in settings with limited healthcare research infrastructure, it may be appropriate to have additional types of expertise represented on the DSMB. For example, anthropologists or community members may be of value in assessing cultural sensitivities that may affect data interpretation. To this end, it may also be advantageous for large, international multi-centre studies to have some DSMB representation of experts from more than one country.
5.1 DSMB Charter

The sponsor should establish a DSMB charter that defines the relation between the sponsor and the DSMB. The charter should be developed according to the data monitoring needs (including scientific and ethical) of the particular study. The charter should identify the study for which the DSMB is established and the role and responsibilities of the DSMB in the study. Included in the charter should be the following:

5.1.1 Description

5.1.1.1 the name or description of the individual or office within the sponsor responsible for appointing members to the DSMB;
5.1.1.2 an organisational diagram indicating the relation of the DSMB to other parties in the study; e.g., the sponsor (including the steering committee and CRO), investigator, ethics committee, and regulatory authority;
5.1.1.3 membership in the DSMB;

5.1.1.4 the arrangements for audits and/or inspections of the DSMB.
5.1.2 Objectives

5.1.2.1 the data that will be reviewed by the DSMB;

5.1.2.2 the intervals (specific times) at which the DSMB will review and evaluate the data;

5.1.2.3 the points to be evaluated and advised on by the DSMB;

5.1.2.4 the parties the DSMB report will be sent to by the sponsor (e.g., investigator(s), ethics committee(s), regulatory authority(ies), the study steering committee, data managers);
5.1.3 Meeting Arrangements

5.1.3.1 the materials to be forwarded to the DSMB members and meetings;

5.1.3.2 the process and format of the DSMB meetings;

5.1.3.3 the quorum requirements;

5.1.3.4 the procedures for maintaining study and study participant confidentiality;

5.1.3.5 statistical procedures (including procedures for monitoring safety and efficacy outcomes, and/or ongoing risk/benefit analysis, as appropriate);

5.1.4 Documentation

5.1.4.1 the format and content of DSMB reports;

5.1.4.2 the procedure for amending the DSMB charter;

5.1.4.3 the procedure for record keeping and archiving.

The relationship between the DSMB and other parties having responsibilities in the study should be clearly defined in order to avoid conflict in decision-making arising during the course of the study. The roles and responsibilities of, for example, the investigator(s), ethics committee(s), and regulatory authorities need to be clearly set out and differentiated from that of the DSMB. Equally important is establishing the role and responsibilities of the DSMB in reference to the study steering committee, statisticians, data managers, clinical research associates, auditors, and other relevant offices within the sponsor.

After reviewing the charter, all DSMB members should agree to, and sign, the charter at the time of their appointment to the DSMB. The member’s signature indicates their willingness to carry out the activities required to fulfill their responsibilities on the DSMB.

6 Operations of a DSMB
The responsibilities of the DSMB as outlined in the charter should be fulfilled according to the requirements of the study. The sponsor should develop the its standard operating procedures (SOPs) in accordance with the needs of the charter. 
7.1 Operating Procedures for establish a DSMB
The SOPs may be procedures that apply to all DSMBs established by a sponsor adapted, when and as appropriate, to the charter and needs of the particular DSMB.
6.1.1 Membership

The DSMB is an independent multidisciplinary group consisting of at least 3 members. It should include individuals with relevant clinical and statistical expertise, additional expertise may be required in certain studies, for example, in specific disease areas or ethics. The size and necessary expertise of DSMB will depend upon the study design. Members should not be affiliated to the sponsor, investigator(s), ethics committee(s), regulatory authority(ies), or site or study staff. Members should also not have competitive conflicts of interest (e.g., a financial or other interest in a an intervention or product similar to an intervention being studied).

A procedure should be established concerning the requirements for candidacy, including an outline of the duties and responsibilities of DSMB members.

Membership requirements should be established that include the following:

6.1.1.1 the procedure for selecting members, including the method for appointing a member (e.g., by application, committee or personal invitation);

6.1.1.2 the procedure for identifying conflicts of interest (financial, intellectual, professional, and emotional) and the criteria for determining unacceptable conflicts of interest should be specified.
6.1.2 Terms of Appointment
A procedure should be established identifying the terms of appointment for members of the DSMB, including
6.1.2.1 the duration of an appointment,

6.1.2.2 the policy for the renewal of an appointment,

6.1.2.3 the disqualification procedure,

6.1.2.4 the resignation procedure,

6.1.2.5 the replacement procedure.

6.1.3 Conditions of Appointment

A procedure stating the conditions of appointment should be drawn up that includes the following:

6.1.3.1 at the time of candidacy, a potential member should report in writing potential or real conflicts of interests to the sponsor;

6.1.3.2 a member should be willing to publicise his/her full name, profession, and affiliation(s);
6.1.3.3 all reimbursement for work and expenses, if any, within or related to a DSMB should be recorded and made available to the public upon request;

6.1.3.4 a member should sign a confidentiality agreement regarding meeting deliberations, applications, information on research participants, and related matters; the confidentiality agreement should cover confidentiality requirements related to the intervention and protocol-related information as well as study results.

6.1.4 Offices
The procedures should clearly define the offices for the good functioning of DSMB. A description is required of the officers within the DSMB (e.g., chairperson, secretary), the requirements for holding each office, the terms and conditions of each office, and the duties and responsibilities of each office (e.g., agenda, minutes, and notification of recommendations). Procedures for selecting or appointing officers should be established.
6.1.5 Independent Consultants

Sponsor may call upon, or establish a standing list of, independent consultants in accordance with the DSMB charter. Independent consultants provide special expertise to the DSMB. These consultants may be specialists in ethical or legal aspects, specific diseases or methodologies, or they may be representatives of communities or special interest groups. For international studies, particularly those involving disease endemic countries, there should be an effort to have access to expertise from such countries, and recognition that other expertise (e.g., anthropology or health policy) may be useful. Terms of reference for independent consultants should be established.
Studies with endpoints of mortality or major morbidity may have assigned a medical monitor to review ongoing reports of SAEs, to ensure good clinical care, and to identify early safety concerns. The medical monitor may be invited to report to the DSMB meetings to present and discuss serious adverse events and other safety issues.
6.1.6 Conflict of Interest

The procedures for reporting and addressing potential or real conflicts of interest for members and independent consults should be clearly defined in the charter, as well as criteria for deciding if a (potential) member or consultant has an unacceptable conflict of interest. The procedures should ensure the independence of DSMB members in decision-making (providing a recommendation).

6.1.7 Education for DSMB Members

The conditions of appointment should state the provisions available for DSMB members to receive training in the work of a DSMB. This training should include an introduction to the study they will be monitoring and the charter for the DSMB on which they will be serving.
6.1.8 Staff

When appropriate, staffing should be provided to support the DSMB’s work. Measures to protect study and patient confidentiality should be defined for the staff as well.
6.1.9 Quorum Requirements

The DSMB charter should establish specific quorum requirements for reviewing and providing recommendations on the study. These requirements should include the following:

6.1.9.1 the minimum number of members required to compose a quorum (e.g., more than half the members);

6.1.9.2 the professional qualifications required (e.g., physician, biostatistician, paramedic, ethics); a quorum should include at least one physician with experience in the medical field of concern and one biostatistician.

6.1.10 Meeting Requirements

The charter should specify the meetings to be held, including their expected frequency and venue. The charter should indicate if the meetings will be held in person or by teleconference. Under exceptional circumstances the DSMB may have to meet urgently or have a teleconference at short notice within a specified time period. Procedures for this should be covered in the DSMB charter covering meeting requirements.

The meeting requirements should include the following:

6.1.10.1 meetings should be planned in accordance with the DSMB charter;

6.1.10.2 DSMB members should be given enough time in advance of the meeting to review the available data;

6.1.10.3 meetings should be documented in minutes, with an approval procedure for finalising the minutes;

6.1.10.4 the procedure for inviting the sponsor, and/or investigator to the meeting should be outlined, including measures to ensure that the resulting recommendation is based fully on independent decision-making (e.g., the use of a closed session for discussion and arriving at a recommendation);

6.1.10.5 the procedure for inviting independent consultants to a meeting or to provide written comments should be defined, including the applicable confidentiality agreement.
6.1.11 Meeting Procedures
The procedures for the organisation of meetings should be developed in accordance with the meeting requirements.
6.1.11.1 Organisational Meeting

This initial meeting should be attended by the DSMB members and by representatives of the sponsor. Members of the study staff and investigator(s) may also be invited. The DSMB members should review and discuss the DSMB charter, including the role and responsibilities of the DSMB; the protocol safety monitoring plan and the statistical methodology. 
The DSMB should review the protocol, informed consent documents, the investigators brochure, relevant literature(s), and other research-related document(s) posing any questions it has at the onset. The DSMB should also consider prior ethics committee(s) reviews, as well as the requirements of applicable laws and regulations. The statistical methodology described in the protocol and its role in the DSMB safety monitoring plan should be clarified at this meeting.
The DSMB members should receive orientation regarding the procedures of outlined in the charter and trained on relevant guidelines and SOPs. The DSMB may in the context of this discussion propose changes to the charter. The sponsor is responsible for final decisions relating to the charter. This organisational meeting may take place prior to the finalisation of the study protocol and review by the ethics committee(s).
6.1.11.2 Early Safety Review Meeting
During the early stage of study implementation, a meeting may be held to review early safety information and factors relating to the quality of the study conduct.

6.1.11.3 Periodic Review Meetings
The expected frequency of these meetings should be specified. The DSMB charter  should indicate if the meetings will be held in person or by teleconference. The meetings should review the efficacy and/or safety of data generated during this period, which should include serious adverse events and cumulative safety data. The DSMB should take into account the quality of the conduct of the study and the accuracy of the data.
The agenda of the DSMB meetings may vary according to discussions and recommendations from previous meetings as well as according to events in, or related to, the study that may have occurred during the period between two meetings. Procedures should be designed in advance regarding the responsibility for drafting, reviewing, and approving the agenda; issues to be reviewed; consultants and other participants, and the sequence of open and closed sessions.

The DSMB charter should indicate if the DSMB will have access to the monitors’ and auditors’ reports as well as other methods for examining the quality of the conduct of the study and the accuracy of the data.

The DSMB charter should indicate whether to preserve the integrity of blinding during the continuing review of data. A third party data analyser might provide a breakdown of adverse events to the DSMB members. At times when there are significant trends in the data towards imbalance the DSMB may request the unblinding of the data. In these cases, it may not be necessary to unblind all DSMB members immediately, only the statistician or epidemiologist, for example, who then reports to the other members if there is cause for concern.

When appropriate, between regularly scheduled meetings of the DSMB, a mechanism for timely reporting and assessment of serious adverse events should be developed to ensure that participants are not put at undue risk. Designation of an independent medical safety monitor to fulfil this responsibility is an effective approach.

6.1.11.4 Final Study Closeout Meeting

At the termination or conclusion of the study, the DSMB may meet to consider the efficacy and/or safety of the data generated from the study and to provide any final recommendation to the sponsor.
A final assessment report could be considered.
6.1.12 Format of Meetings

The DSMB should ensure confidentiality and proper communication to enhance the integrity and credibility of the study. It is recommended that each DSMB meeting be divided into two sessions: an Open Session and a Closed Session. This will enable the DSMB to interact with other groups and individuals having responsibility for the study while ensuring the independence and integrity of its recommendation.

6.1.12.1 Open Session

The DSMB may request the attendance of the study team, steering committee, investigator(s) and/or independent consultant(s) to provide specific clarification or respond to issues that have arisen. The discussion at Open Session should focus on the conduct and progress of the study, with special attention to the pooled safety and efficacy data.
6.1.12.2 Closed Session

During this session of the meeting only DSMB members should be present. In this session they should review efficacy and safety data, often in an unblinded format. The DSMB should consider this data in relation to the conduct and progress of the study, and the study protocol. During this session the DSMB should also decide on the recommendation it will present to the sponsor.
6.1.13 DSMB Review of the Sponsor Report

The sponsor should provide a report on safety and efficacy data, as well as other relevant study information, to the DSMB for review. The sponsor’s report to the DSMB is often provided in two parts: an open part and a closed part. The full report should be made available to the DSMB members in advance of the meeting (at least one week prior to the meeting date).
The content of the report should be determined by the DSMB charter and discussed in advance during the Organisational Meeting. The charter should specify who will prepare and provide the open part as well as who will prepare and provide the closed part, which may be two separate parties.
6.1.13.1 Open Part
The open part of the sponsor report should include blinded and non-confidential data, e.g., participant recruitment, baseline characteristics and pooled data on eligibility violations, completeness of follow-up, protocol compliance, problems encountered in the conduct of the protocol, and any new information/publications that bear on the study.

6.1.13.2 Closed Part
The closed part of the sponsor report may include unblinded data and confidential information, as applicable, e.g., unblinded analyses of primary and secondary endpoints, analysis of SAEs for its severity and seriousness, analyses of laboratory data, summary of the global and site-specific safety data, and any other pertinent information from the sponsor or study sites during this or a previous meeting that is confidential. The DSMB charter may require that the DSMB receives the closed part of the sponsor report only at the meeting and/or that it is viewed only if considered specifically needed by the DSMB.
In blinded studies the charter should outline if and when the DSMB will receive completely or partially unblinded data. The charter should outline who is responsible for unblinding the data, the procedure for unblinding the data, and all parties that will have access to access to unblinded data.
6.1.14 Arriving at Recommendations
In advising on the continuation, modification, suspension, or termination of the study, the DSMB needs to take into account prior reviews, the requirements of applicable laws and regulations, and the scientific and ethical appropriateness of continuing the study. Statistical analysis may provide evidence that justifies a recommendation for continuation, modification, suspension, or termination of the study, but consideration of all available data from the study or relevant external information of the study may be necessary to arrive at a more complete judgement. A DSMB should also take the following into consideration with regard to its decision-making process:

6.1.14.1 a member should withdraw from the meeting for the decision procedure in cases where a conflict of interest arises; the conflict of interest should be indicated to the chairperson prior to the meeting and recorded in the minutes;

6.1.14.2 recommendations should only be made at meetings where a quorum (as stipulated in the charter) is present;

6.1.14.3 the documents required for a full review of the study should be available, and the relevant elements mentioned in the safety monitoring plan should be considered before a recommendation is made;

6.1.14.4 only DSMB members who participate in the review should participate in providing a recommendation;

6.1.14.5 there should be a predefined method for arriving at a recommendation (e.g., by consensus, by vote); it is recommended that recommendations be arrived at through consensus, where possible; when a consensus appears unlikely, it is recommended that the DSMB vote;

6.1.14.6 a recommendation to modify, suspend, or terminate the study should be supported by clearly stated reasons; if the recommendation is based on a vote, dissenting member should have the option to append a minority view to the majority opinion.
6.1.15 DSMB Recommendation Distribution
The sponsor should establish a procedure for receiving and distributing the recommendation of a DSMB. The sponsor is responsible for distributing the recommendation, as appropriate, to the study steering committee, investigator(s), ethics committee(s), regulatory authority(ies). Procedures for implementing the recommendation of the DSMB also need to be considered in advance.

6.1.16 Minutes of the DSMB Meeting

An appropriately detailed summary of the discussions of the DSMB should be recorded, with the recommendation clearly documented.

6.1.16.1 Minutes of the Open Sessions should describe the proceedings from the Open Sessions of the DSMB meeting and summarise all DSMB findings, including a recommendation to continue, modify, or terminate the study. These minutes should not contain any unblinded information because they may be distributed to the sponsor, investigator(s), and oversight groups. The minutes should also include a recommendation to continue, modify, or terminate the study.
6.1.16.2 Minutes of Closed Session(s) should describe the proceedings from the Open Sessions and the Closed Sessions. This part of the minutes should only be distributed to members of the DSMB, unless otherwise specified in the charter.
6.1.16.3 Copies of the minutes from the Open Session should be sent to the sponsor, who will distribute further the minutes and/or recommendation in accordance with the DSMB charter; copies of the minutes of the Closed Sessions should be forwarded to the sponsor at the end of the study or otherwise when indicated in the DSMB charter.
6.1.17 Communicating the DSMB Recommendation
The recommendation should be communicated in writing to the sponsor within a predefined time period according to the DSMB charter and procedures. The communication of the recommendation should include, but is not limited to, the following:

6.1.17.1 the exact title of the study reviewed;

6.1.17.2 the clear identification of the study, date, and version number;

6.1.17.3 the name and title of Principal Investigator(s) or of the coordinating investigator, when applicable;

6.1.17.4 the name of study site(s);

6.1.17.5 the name (or some identifier) of the DSMB providing the recommendation;

6.1.17.6 the date and place of the recommendation;

6.1.17.7 a clear statement of the recommendation; in cases where the recommendation suggests study modification, suspension, or termination, clearly stated reason(s) for the recommendation need to be provided;

6.1.17.8 signature (dated) of the chairperson (or other authorised person) of the DSMB;
6.2.13.9
delivery and receipt of the recommendation and its acknowledgement by the sponsor should be documented.
6.1.18 Documentation and Archiving

All documentation and communication of a DSMB should be dated, filed, and archived according to written procedures. DSMB should develop a Standard Operating Procedure to define the archival and access procedures (including those responsible for archiving the materials and the persons authorised to access archived materials) for the various documents, files, and archives. The documents should be archived for the duration of study. At the closure of the study, the archived materials should be forwarded to the sponsor.
Documents that should be filed and archived include, but are not limited to,

6.1.18.1 the DSMB charter;
6.1.18.2 the curriculum vitae of all DSMB members;

6.1.18.3 a signed statement from each DSMB member indicating that he/she understands his/her responsibilities and that he/she has no interests in conflict with the objective performance of their duties and responsibilities as a member of the DSMB;

6.1.18.4 a record of all income and expenses of the DSMB, including allowances and reimbursements made to the DSMB members;

6.1.18.5 the agenda of the DSMB meetings;

6.1.18.6 the minutes of the DSMB meetings;
6.1.18.7 a copy of all materials received by the DSMB, including the sponsor reports;
6.1.18.8 a copy of the minutes of DSMB meetings;

6.1.18.9 a copy of the recommendation(s) provided by the DSMB to the sponsor;
6.1.18.10 a copy of all official DSMB correspondences.
GLOSSARY

The definitions provided within this glossary apply to terms as they are used in these Guidelines. The terms may have different meanings in other contexts.

charter
A document prepared by the sponsor establishing the role and responsibilities of the DSMB vis-à-vis the sponsor and other parties engaged in the study.
conflict of interest

A conflict of interest arises when a member (or members) of the DSMB holds interests with respect to specific applications for review that may jeopardise his/her (their) ability to provide a free and independent evaluation of the research focused on the protection of the research participants. Conflicts of interests may arise when an DSMB member has financial, material, institutional, or social ties to the research
Data & Safety Monitoring Board (DSMB)
An independent committee established by the sponsor to assess at intervals the ongoing scientific and ethical integrity of a study by reviewing and evaluating (unblinded) data and reports at regular intervals. The DSMB provides non-bonding recommendations to the sponsor regarding study modification, suspension, or termination. There is no fixed or harmonised international name for committees performing this function. Some othere titles by which committees have the same or closely similar functions have been named are DSMBs have been described as Data Monitoring Committees (DMCs), Independent Data Monitoring Committees (IDMCs), Monitoring Committees (MC), Data & Ethics Monitoring Committees (DEMCs).
investigator
A qualified scientist who undertakes scientific and ethical responsibility, either on his/her own behalf or on behalf of an organisation/firm, for the ethical and scientific integrity of a research project at a specific site or group of sites. In some instances a coordinating or principal investigator may be appointed as the responsible leader of a team of co-investigators.

protocol
A document that provides the background, rationale, and objective(s) of a health research project and describes its design, methodology, and organization, including ethical and statistical considerations. Some of these considerations may be provided in other documents referred to in the protocol.

recommendation
Non-binding decisions provided by the DSMB to the sponsor concerning its scientific and ethical appreciation of the study regarding the continuation, modification, suspension, or termination of the study following the review of the accumulated safety and efficacy data.
research participant
An individual who participates in a health research project, either as the direct recipient of an intervention (e.g., study product or invasive procedure), as a control, or through observation. The individual may be a healthy person who volunteers to participate in the research, or a person with a condition unrelated to the research carried out who volunteers to participate, or a person (usually a patient) whose condition is relevant to the use of the study product or questions being investigated.

sponsor
An individual, company, institution, or organisation that, either singularly or collectively, takes responsibility for the initiation, management, and/or financing of a health research project. The ‘sponsor’ of a study may be composed of a number of defined as a plurality of individuals, companies, institutions, or organisations that share the responsibilities of the study. In this case it is important that the protocol clearly defines how sponsor responsibilities are distributed and the individual(s) or organisation(s) responsible for establishing the DSMB and to whom the DSMB reports.
SUPPORTING DOCUMENTS

Council for International Organizations of Medical Sciences (CIOMS). International Ethical Guidelines for Biomedical Research Involving Human Subjects. Revised Edition. Geneva 2002. (http://www.cioms.ch)

Department of Health, Education, and Welfare, Office of the Secretary, Protection of Human Subjects. Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research. Report of the National Committee for the Protection of Human Subjects of Biomedical and Behavioural Research. DHEW Publication No. (OS) 78-0013 and No. (OS) 78-0014. 18 April 1979.
European Commission, Enterprise Directorate-General, ‘Detailed guidance on the collection, verification and presentation of adverse reaction reports arising from clinical trials on medicinal products for human use’, Brussels, ENTR/F2/BL D(2003), April 2003 (final).
Frank D et al., ‘Sponsorship, Authorship, and Accountability.’ NEJM 2001; 345: 825-7.
International Conference on Harmonization of Technical Requirements for the Registration of Pharmaceuticals for Human Use (ICH). ‘E9 Statistical Principles for Clinical Trials’. (http://www.ich.org/pdfICH/e9.pdf)
International Conference on Harmonization of Technical Requirements for the Registration of Pharmaceuticals for Human Use (ICH). ‘E10 Choice of Control Group and Related Issued in Clinical Trials’. (http://www.ich.org/pdfICH/e10step4.pdf)
International Conference on Harmonization of Technical Requirements for the Registration of Pharmaceuticals for Human Use (ICH). Note for Guidance on Good Clinical Practice.1 May 1996.
(http://www.ich.org/ich5e.html#GCP)
Mitsuishi T, Nudeshima J, Kurihara C. ‘Proposal of a Draft Human Research Participants Protection Bill’. Rinsho Hyoka (Clinical Evaluation) 2003; 30(2,3): 369-95.
National Cancer Institute (NCI), National Institutes of Health (NIH), USA, Policy of the National Cancer Institute for the Data and Safety Monitoring or Clinical Trials. Approved by the NCI Executive Committee on 22 June 1999.
(http://deainfo.nci.nih.gov/grantspolicies/datasafety.htm, accessed 14 October 2004).
National Center for Complementary and Alternative Medicine (NCCAM), National Institutes of Health (NIH), USA, Data and Safety Monitoring Guidelines for NCCAM-supported Clinical Trials
(http://nccam.nih.gov/research/policies/datasafety/index.htm, page last modified 23 May 2002, accessed 14 October 2004).
National Institutes of Health (NIH), USA, NIH Policy for Data and Safety Monitoring, 10 June 1998 (manuscript). (http://grants1.nih.gov/grants/guide/notice-files/not98-084.html, accessed 14 October 2004).
Offen, W.W. “Data Monitoring Committees (DMC)”, Chapter in Encyclopedia of Biopharmaceutical Statistics, 2nd Edition. Marcel-Dekker, 2002.
Susan S Ellenberg, Thomas R Fleming, David L DeMets. Data Monitoring Committees in Clinical Trials: A Practical Perspective. New York: John Wiley & Sons, Ltd., 2002.
US Food and Drug Administration (2001). Guidance for Clinical Trial Sponsor on the Establishment and Operation of Clinical Trial Data Monitoring Committees. Rockville, MD: FDA. http://www.fda.gov/cber/gdlns/clindatmon.htm
World Health Organization (WHO). Guidelines for Good Clinical Practice (GCP) for Trials on Pharmaceutical Products. Annex 3 of The Use of Essential Drugs. Sixth Report of the WHO Expert Committee. Geneva: World Health Organization, 1995: 97-137.

World Health Organization (TDR/WHO). Operational Guidelines for Ethics Committees That Review Biomedical Research. Geneva: WHO, 2000. (http://www.who.int/tdr/publications/publications/ethics.htm)

World Medical Association, Declaration of Helsinki: Ethical Principles for Research Involving Human Subjects. Adopted by the 18th World Medical Assembly, Helsinki, Finland, June 1964. Amended by the 29th World Medical Assembly, Tokyo, Japan, October 1975; the 35th World Medical Assembly, Venice, Italy, October 1983; the 41st World Medical Assembly, Hong Kong, September 1989; the 48th General Assembly, Somerset West, Republic of South Africa, October 1996; and the 52nd General Assembly, Edinburgh, Scotland, October 2000.
(http://www.wma.net/e/policy/b3.htm)
� EMBED Word.Picture.8  ���








[image: image2.png]


_988730135.doc
[image: image1.png]






