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References for IDMC
Standards: 
Note for guidance on Good Clinical Practice, ICH E6, CPMP/ICH/135/95, September 1997
"5.5.2 The Sponsor may consider establishing an independent data-monitoring committee (IDMC) to assess the progress of a clinical trial, including the safety data and the critical efficacy endpoints at intervals, and to recommend to the Sponsor whether to continue, modify, or stop a trial. The IDMC should have written operating procedures and maintain written records of all its meetings." 

Guideline on Data Monitoring Committees (CHMP/EWP/5872/03, 27 July 2005) 
"Clinical trials frequently extend over a long period of time. Thus, for ethical reasons it is desirable to ensure that for patients participating in such trials there is no unavoidable increased risk for harm. On the other hand it is also important to ensure that a trial continues for an adequate period of time and is not stopped too early to answer its scientific questions. An independent Data Monitoring Committee (DMC) as a group of experts external to a study that reviews accumulating data from an ongoing clinical trial might serve such tasks." 

[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]Guidance for Clinical Trial Sponsors - Establishment and Operation of Clinical Trial Data Monitoring Committees, FDA, March 2006 (Nonbinding recommendations)
"We recommend that sponsors consider using a DMC when:
The study endpoint is such that a highly favorable or unfavorable result, or even a finding of futility, at an interim analysis might ethically require termination of the study before its planned completion;
There are a priori reasons for a particular safety concern, as, for example, if the procedure for administering the treatment is particularly invasive;
There is prior information suggesting the possibility of serious toxicity with the study treatment;
The study is being performed in a potentially fragile population such as children, pregnant women or the very elderly, or other vulnerable populations, such as those who are terminally ill or of diminished mental capacity;
The study is being performed in a population at elevated risk of death or other serious outcomes, even when the study objective addresses a lesser endpoint;
The study is large, of long duration, and multi-center." (section 2 - Determining need for a DMC)

[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-data-monitoring-committees-clinical-trials : Guidance to be considered for evolution of the check list once applicable (draft version released in February 2024)

Agreement/Scope of work between the Sponsor and the Committee members
IDMC working procedures
Study Protocol

For Medical Devices 
Norme ISO 14155:2011 (En) "Clinical investigation of medical devices for human subjects — Good clinical practice"
"The sponsor shall consider establishing a DMC prior to starting the clinical investigation." 

IDMC organisation and set-up
Briefly describe the context (Sponsor's expectations, IDMC roles and scope).
IDMC set-up
☐ The IDMC was set up on [date] and is constituted with:
Member 1 [Name, title, expertise field, location and role in the IDMC]
Member 2
Member 3
Etc.
☐ The IDMC was set up on time i.e. fully functional before enrolment into the study starts.
The DSMB charter was established on….
first patient in : 
end of cohort 1 :

☐ The IDMC was not set up on time.
"The preparations for setting up a DMC should be finalised parallel to finalising the study protocol as DMC activities might interfere with study procedures and consistency of DMC working procedures and the study protocol should be assured. A DMC has to be fully functional before enrolment into the study starts to enable it to respond to any safety signal. (…)
A DMC has to be fully functional before enrolment into the study starts to enable it to respond to any safety signal" - Guideline on Data Monitoring Committees
IDMC Members
☐ The IDMC members are qualified as expected in the Guideline on Data Monitoring Committees, i.e. a qualified clinician, a biostatistical expert and a member with expertise in ethical questions.
☐ The IDMC does not include:
a qualified clinician
a biostatistical expert
member with expertise in ethical questions.
☐ The IDMC also includes:
other types of scientists…
other non-scientists…
"There is a need for qualified clinicians (…), biostatistical expertise (…). a member with expertise in ethical questions (…)"- Guideline on Data Monitoring Committees

[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]"Most DMCs are composed of clinicians with expertise in relevant clinical specialties and at least one biostatistician (…) DMC may include a medical ethicist knowledgeable about the design, conduct, and interpretation of clinical trials" – Guidance FDA

☐ The IDMC members are experienced.
☐ The IDMC members are not experienced.
 The IDMC members are experienced in Clinical Trials conduct.

"DMC members should not only have scientific expertise relevant to the indication being studied, but they should also have practical experience with conducting clinical trials and a good understanding of the problems and limitations of clinical trials." - Guideline on Data Monitoring Committees

☐ The IDMC members are independent from the study and the Sponsor and have no conflict of interest with the Sponsor.
☐ The IDMC members are not independent from the study and the Sponsor:


"Potential candidates for a DMC membership should have no financial interest in the outcome of the study.
Besides financial interests other aspects should also be taken into consideration when assessing a possible conflict of interest. For example the planned authorship of DMC members in publications on study results might impact the independence of the DMC and is a non-financial conflict of interest.
Another problem might arise in case a potential DMC member serves in parallel on the DMC of a clinical trial in the same indication area but with a different sponsor. This constitutes a conflict of interest that should be avoided." - Guideline on Data Monitoring Committees[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]

"[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]Aside from being compensated for their duties as DMC members, however, we recommend that these members generally have no ongoing financial relationship with a trial’s commercial sponsor and not be involved in the conduct of the trial in any role other than that of a DMC member." FDA guidance section 6

☐ The IDMC members are trained on the protocol and study-specific procedures.
☐ Some IDMC members are not trained on the protocol and study-specific procedures.
☐ A back-up system exists to guarantee business continuity.
☐ There is no back-up system to guarantee business continuity.
☐ There is a documented handover process in case of staff change.
☐ There is no documented handover process in case of staff change.
IDMC procedures
 There is an IDMC Working Procedure named "………………………." dated  .
☐ The IDMC Working Procedure (Charte) was in place at the start of the trial.
☐ The IDMC Working Procedure (Charte) was not in place at the start of the trial.
"FDA may request that the sponsor submit the charter to FDA well in advance of the performance of any interim analyses, ideally before the initiation of the trial. In such cases, FDA would usually consider the charter when FDA reviews the study protocol" – Guidance FDA [image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]

"Operating procedures describing how the DMC works and how it communicates with other study participants (e.g. with the data centre or the sponsor) should be in place at the start of the trial. Such operating procedures should also describe how the integrity of the study with respect to preventing dissemination of unblinded study information is ensured." Guideline on DMC

☐ The IDMC Working Procedure (Charter) includes:
☐ administrative as well as methodological aspects of the IDMC work:
☐ Description of the responsibilities of a IDMC in the specific study (e.g. monitoring tasks)
☐ Members of the IDMC including their qualification
☐ Declaration of possible conflicts of interest of IDMC members
☐ Frequency and format of closed IDMC meetings
☐ Description of communication procedures including data flow between the data centre and IDMC and procedures to interact with the sponsor or other relevant parties
☐ Responsibilities, timelines and format (e.g. templates) for analyses to be assessed by the IDMC, including methodological aspects
☐ amount of information expected to undergo DMC assessment 
☐ statistical methods planned to be applied by the DMC
☐ consideration whether and to what amount DMC analyses impact the final analysis of the study results
☐ Frequency and format of open IDMC meetings (i.e. meetings with other study groups)
☐ Documentation of the IDMC meetings (open as well as closed meetings).
☐ how the integrity of the study with respect to preventing dissemination of unblinded study information is ensured
☐ If analyses of unblinded data are not prepared by a DMC member but by a third party, clearly describe who performs these analyses and the measures foreseen to avoid dissemination of unblinded treatment information.
☐ The IDMC Working Procedure (Charte) is:
☐ up-to-date 
☐ consistent with the Study Procotol 
☐ consistent with the Sponsor's requirements
☐ consistent with the main regulatory standards (see above).

 The IDMC Working Procedure (Charte) is applied by the IDMC members.
 The IDMC Working Procedure (Charte) is not applied by the IDMC members.
However:
·  it does not mention the name and role (i.e. chairman, secretary) of the IDMC members
·  ….
 The IDMC Working Procedure (Charter) is dated and signed by all the members 
 There is no evidence that the XX members agree with the IDMC Working Procedure.

"(…) if DMC monitoring activities are expected to have relevant impact on the conduct of a clinical trial (e.g. stopping the trial for efficacy, sample size adjustment) the circumstances under which a DMC is expected to consider such recommendations have to be pre-specified not only in the working procedures of the DMC, but also in the study protocol." 
See also section 5 "Working procedures of a DMC" - Guideline on Data Monitoring Committees
IDMC roles and tasks
[bookmark: _Hlk64557118]Briefly describe the tasks of the IDMC as mentioned in the IDMC Charter and the scope of the IDMC (number of ongoing trials, countries, etc.):
  According to the IDMC Charter, the IDMC is responsible for:
· reviewing key study documents such as trial protocol and informed consent forms, and approving the study set up
· assessing on an regular basis the safety data
· conducting the interim efficacy and futility analysis.

"IDMC should consider essential parts of study conduct like e.g. protocol adherence and patient withdrawal." - Guideline on Data Monitoring Committees
[bookmark: _Toc64555166]Clinical trial documents review
Cf charte : 
 The protocol and informed consent were reviewed by the IDMC on … and the review is documented.
Voir avec les autres membres si sollicités pour protocole et ICF
 The protocol and informed consent review by the IDMC is not documented. 
☐ The protocol and informed consent have not been reviewed by the IDMC prior to the study start.
☐ The IDMC approved the study set up on … and the approval is documented.
[bookmark: _Toc64555167]Study treatment dose adaptation / escalation
Cf Charte and Protocol:.
 The rule for dose adaptation / escalation was validated by the IDMC on…
 The rule for dose adaptation / escalation was not validated by the IDMC.
 There is no evidence of the validation by the IDMC of the rule for dose adaptation / escalation.
Data flow
Briefly describe the data circuit for the audited IDMC with details on data format (electronic, paper) and tools if any (e.g. internet-based database application).
☐ Data/documents are available for the IDMC on time:
Data from current ongoing trial
Data form other clinical trials.
☐ Data/documents are distributed to the IDMC members in a way to protect patients' individual data.
☐ Data/documents are not distributed to the IDMC members in a way to protect patients' individual data (identified data available for the IDMC members).
☐ The internet-based database application to electronically transfer data and documents is secured (https secure website).
☐ The IDMC members have access to unblind treatment codes in a timely fashion to address an emerging safety concern rapidly when needed.
☐ The IDMC members have no access to unblind treatment codes in a timely fashion when needed.

"If analyses of unblinded data are not prepared by a DMC member but by a third party, the working procedures should clearly describe who performs these analyses and the measures foreseen to avoid dissemination of unblinded treatment information"
This is especially critical if the analyses are performed by an employee of the study sponsor or a CRO in charge of data analysis at the end of the study. In such a situation, there might be concerns with respect to a possible personal conflict of interest or a possible dissemination (directly of indirectly) of unblinded study information to individuals responsible for the further conduct of the study or future analyses" - Guideline on Data Monitoring Committees
[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]
"To ensure the DMC’s and sponsor’s ability to address an emerging safety concern rapidly, they should establish a process to unblind treatment codes to DMC members in a timely fashion when needed (cf. 21 CFR 312.32(d); 21 CFR 812.46(b)(2)). For example, DMC members might routinely receive the unblinded treatment codes in a mailing separate from that containing the interim reports." – FDA guidance section 4.3.1.4

Data monitoring – IDMC meetings
Data monitoring
Process for data review ?
Sharing of data?
Documentation of the review?
Documentation filing / storage to maintain confidentiality and blind ?
Interim data analysis
☐ The IDMC is in charge of interim analysis.
☐ The IDMC is not in charge of interim analysis.
☐ The Statistician in charge of interim analysis is not an IDMC member and he is independent of the sponsor and uninvolved on the study management.
☐ The Statistician in charge of interim analysis is not an IDMC member but he is not independent of the sponsor / is involved in the study management.
☐ There are 2 parts in the interim reports: 1 "open" and 1 "closed".
☐ The unblinded "open" interim data and the results of interim analyses are kept confidential and not distributed to the Sponsor.
☐ The unblinded "open" interim data and the results of interim analyses are not kept confidential.

[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]"Unblinded interim data and the results of comparative interim analyses, therefore, should generally not be accessible by anyone other than DMC members or the statistician(s) performing these analyses and presenting them to the DMC" - FDA guidance 
section 4.2
[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]"Interim comparative data will be most securely protected from inadvertent or inappropriate access by the sponsor or its project team if the data are prepared for analysis by a statistical group that is independent of the sponsor and investigator" – FDA guidance  section 4.2.1
See also FDA guidance section 6.4

"Inflation of Type I error as well as a possible bias in the future conduct of a clinical trial are the major methodological problems in connection with DMC activities." Guideline on DMC section 6

IDMC Meetings
"A DMC has to be fully functional before enrolment into the study starts to enable it to respond to any safety signal." Guideline on DMC section 6

☐ There was an initial meeting prior to the start of the study.
☐ There was no initial meeting prior to the start of the study.
[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png]"Scheduling the initial meeting of a DMC before the study is initiated has many advantages. At this meeting, the DMC can discuss the protocol and analytic plan, model informed consent form, data collection instruments and other important trial documents, and present any suggestions for modifications to the sponsor and/or steering committee. Regulatory considerations may also be discussed" – FDA Guidance 4.3.1.3
☐ The frequency of the meetings is consistent with the charter.
☐ The frequency of the meetings is not consistent with the charter.
☐ The quorum …
☐ The quorum …
☐ There are 2 different sessions: one closed and one open
☐ There are only open sessions
☐ The following persons attend the open session held on [date]:

☐ There are only closed sessions
☐ The meetings are only face-to-face.
☐ Some meetings are held by telephone and precautions are taken to assure confidentiality of the proceedings and to prevent inadvertent access to conversation.
[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png] "When telephone meetings are held, precautions may be needed to assure the confidentiality of the proceedings, and to prevent inadvertent access to conversations" – FDA Guidance
☐ The meetings are documented appropriately i.e. in accordance with the Charter and with the QA principles:
 Signed list of attendees / other means
 Meeting agenda
 Signed (or other mean) blinded meeting minutes including recommendations for the Sponsor 
 signed (or other mean) unblinded meeting minutes.
☐ The meeting minutes are written in a way to maintain the blind.
☐ The meeting minutes are not written in a way to maintain the blind.
☐ The meeting minutes are written in a timely manner and allow further decisions (dose escalation / information of Investigators)..
☐ The meeting minutes are not written in a timely manner.
Location of original meeting minutes (original signatures) ?

[bookmark: _Hlk64557588]Communication with Sponsor
☐ As there is no blinded meeting minutes, the IDMC issues a written report after each meeting for Sponsor review.
☐ The IDMC recommendations are detailed and accompanied by a rational and by the minimum necessary amount of data. . (FDA § 4.4.3.1)
 If a member disagree with the recommendations, this is documented. (FDA § 4.4.3.1)
☐ The IDMC recommendations can be circulated to Sponsor or other parties.
☐ The IDMC recommendations are both written and oral.
☐ Following the IDMC recommendations the Sponsor has the opportunity for questions and discussion.
☐ There is a policy or equivalent to ensure the integrity of the study (e.g. policies to avoid the dissemination of interim study result prior to unblinding have to be in place).


"If changes in the study conduct are recommended by a DMC, sufficient information should be provided to allow the sponsor to decide whether and how to implement these recommendations." 
"It is within the responsibilities of the DMC and the sponsor to have appropriate policies in place to ensure the integrity of the study. As an example, policies to avoid the dissemination of interim study result prior to unblinding have to be in place." - Guideline on Data Monitoring Committees

[image: Y:\Images\Drapeaux\Vectoriels\United States of America(USA).png] "Recommendations for modifications are best accompanied by the minimum amount of data required for the sponsor to make a reasoned decision about the recommendation, and the rationale for such recommendations should be as clear and precise as possible.
 We recommend that a DMC document its recommendations, and the rationale for such recommendations, in a form that can be reviewed by the sponsor and then circulated, if and as appropriate, to IRBs, FDA, and/or other interested parties" – FDA guidance section 4.4.3.1

IDMC documentation
For the audited project:
☐ The documentation related to the IDMC is available and up-to-date
IDMC working procedure
CV of IDMC members
Declaration of non-financial conflict of interest
Meeting minutes
Relevant correspondence with the Sponsor
☐ The documentation related to the IDMC is not available / up-to-date. The following documents are missing:

☐ Essential documentation is electronic / paper.
_____
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