gl deFelal A] A6 A2
Korean J Clin Pharm, Vol. 26, No. 2, 2016

Clinical Information

U F sHelel AP HiolE 2L Ee] XIS

o|Hgh . o]+
Zxo)shn oFsh)st

(20164 42 192 A= - 20164 62 142 224 - 20164 62 152 491)

,%¢C»  Korean Journal of Clinical Pharmacy
- Official Journal of
Korean College of Clinical Pharmacy
Available online at http://www.kccp.or.kr
pISSN: 1226-6051

rol-
otor

Independent Data Monitoring Committees: Review of Current Guidelines

Bo Ram Lee and Kyung Eun Lee*

College of Pharmacy, Chungbuk National University, Cheongju 28644, Republic of Korea

(Received April 19 2016 - Revised June 14 2016 - Accepted June 15 2016)

ABSTRACT

Background: There has been on increasing emphasis on the importance of monitoring the safety of participants in a clinical trial to
protect patients and maintain the integrity of the trial, The independent data monitoring committee (IDMC) has become common
component of randomized clinical trials in recent years, Methods: It is important to consider the implications of different approaches
that are being used in various countries, IDMC guidelines in Korea, US, and Europe were reviewed and compared to provide the
objective, composition and operation of IDMC in detail, Results: IDMC is a group of experts in related subject are as who perform
interim data monitoring to make a recommendation to the sponsor or organizer regarding appropriateness of trial continuation and
the need for modifications of the trial. Independence of IDMC is preferred in order to minimize influence of factors unrelated to
scientific, medical and ethical considerations that should underlie decision—making. Conclusion: IDMC has become an increasingly
important component of clinical trials in recent years, Practical operating procedures need to be developed considering the future

regulatory status of data monitoring committees,
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Table 1. Comparison of IDMC guidelines: Committee composition.

Korean Ministry of
Food and Drug
Safety

B Members

- Members of diverse areas constitute IDMC for adequate review and recommendation. Minimum of 3 members
are needed including expertise from medical, pharmacological, toxicological, epidemiological, or ethical fields.

- The sponsor or trial steering committee generally appoint members. Relevant expertise, experience in clinical
frials and in serving on other IDMCs, and absence of serious conflicts of interest are factors to consider.

m IDMC chair

The sponsor generally appoints the IDMC chair. Prior DMC experience is more important for the chair than for

other DMC members. Selection is based on capabilities of facilitating discussion, integrating differing points of

view, and moving toward consensus on recommendations to be provided to the sponsors.

US Food and Drug
Administration

B Members

- The sponsor and/or trial steering committee generally appoint members.

- DMC may have as few as 3 members while still having representation of all needed skills and experience.

- Relevant expertise: clinicians with expertise in relevant clinical specialties and at least one biostatistician are
included. DMC may include a medical ethicist, toxicologists, epidemiologists, and clinical pharmacologists.

- Experience in clinical frials

- In serving on other DMCs - Prior DMC experience is important when considering the committee as a whole;
it is highly desirable that at least some members have prior DMC service.

- absence of serious conflicts of interest - financial interest of intellectual conflict of interest

m DMC Chair

- The sponsor often appoints the DMC chair, but may seek advice from frial investigators or frial steering
committee members.

- Prior DMC experience is more important for the chair than for other DMC members.

m Capability of facilitating discussion, integrating differing points of view, and moving toward consensus on

recommendations will be looked by sponsors.

European Medicines
Agency

B Members

- Composition: expertise from different scientific areas are needed, including qualified clinicians, biostatistical
expertise, and ethical expertise.

- Quadlifications: experience is essential to perform tasks in a proper way.

B Independence: Complete independence would be desirable. Potential candidates should have no financial

interest in the outcome of the study.

World Health
Organization

B Members

- The DSMB is an independent multidisciplinary group consisting of at least three members. It should include
individuals with relevant clinical and statistical expertise.

- The size and necessary expertise will depend upon the study design.

- Members should not be affiliated with the sponsor, investigator(s), ethics committee(s), regulatory authority(ies),
site(s) or study staff.

B Members should also not have vested conflicts of interest (e.g. a financial or other interest in an intervention

or product similar to the intervention being studied).
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Table 2. Comparison of IDMC guidelines: IDMC operations.

Korean Ministry of
Food and Drug
Safety

B Standard operating procedures (SOP)
- Standard operating procedures are required in all IDMC agreed by the trial sponsor and the committee

members prior to the start of the trial.

- Composition

= Members of the IDMC including their qualification, terms of appointment, fraining, and responsibilities
= Conflict of interest

= Quorum requirements

= Meeting requirements, procedures, and format

= [IDMC review of the sponsor’s report

= Arriving at recommendations

= Distribution of the IDMC recommendation

= Documentation

US Food and Drug
Administration

m Standard operating procedures (SOP)
- DMC:s typically operate under a written charter that includes well-defined standard operating procedures.
- Considerations for SOP

= Meeting schedule and format

= Meeting structure

= |nitial meeting

= Format of interim reports to the DMC and use of treatment codes

m Statistical methods

European Medicines
Agency

B Working procedures of a DMC

- Operating procedures describing how the DMC works and how it communicates with other study participants
should be in place at the start of the trial.

- The working procedures of a DMC should cover administrative as well as methodological aspects of the DMC

work

- The section on methodological aspects in the working procedures should describe the amount of information

expected to undergo DMC assessment as well as the statistical methods planned to be applied by the DMC.

- Documentation

- Description of the responsibilities of a DMC in the specific study

- Members of the DMC including their qualification

- Declaration of possible conflicts of interest of DMC members

- Frequency and format of closed DMC meetings

- Description of communication procedures including data flow between the data center and DMC and
procedures fo inferact with the sponsor or other relevant parties

- Responsibilities, timelines and format for analyses to be assessed by the DMC, including methodological aspects

- Frequency and format of open DMC meetings

B Documentation of the DMC meetings

World Health
Organization

B DSMB charter
- The sponsor should establish a DSMB charter that defines the relationship between the sponsor and the DSMB.
- Description
= an organizational diagram indicating the relationship of the DSMB to other parties in the study.
= A description of the membership requirements
= Arangements for audits and/or inspections
- Objectives
= Data, intervals, statistical procedures
- Meeting arrangements
- Data management and security
- Documentation
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