and mitigations. So, it is essential that CDM contributes to the Risk Identification and Assessment
together with the other key study team players.
It is also worth mentioning that the Risk Assessment process may offer an opportunity to help frame
and author the cross functional Quality Management Plan (QMP) and most of the other functional
plans (e.g., Data Management Plan and Clinical Monitoring Plan). Indeed, as the study team goes
through the risks and defines controls and mitigations (together with responsibilities and frequency of
actions), it is likely that the outcome of such assessment provides most of the elements that are present
in all plans such as the Data Management and Data Review plans. Technologies might help to facilitate
the authoring and synchronization of these essential documents and avoid duplication of work while
ensuring alignment with the overall QMP.
Across the ICH E6 (R2) guidance, we also see the growing role of data analytics to support the detection
of atypical patterns. Sections 5.0.4 and 5.0.7, related to Risk Control and Review, are suggesting the
need to use analytical techniques such as Key Risk Indicators (KRIs) and/or Quality Tolerance Limits
(QTLs) to measure the risk during the conduct of the trial and detect anomalies. The CRO oversight
addition to section 5.2 and the new central monitoring role supported by statistical techniques defined
in section 5.18.3 are suggesting that we should go beyond just a “supervised” approach and enlarge
the spectrum of data to be monitored. In other words, the risk controls are there to monitor the risks
that the study team thought may happen, however their limited number make it impossible to address
every possibility. So, even though challenging to implement, an approach where analytics are used to
monitor all collected data near real time, may help “guarantee” that most if not all issues are detected.
To support these new analytical methods, the study team needs new skills and critical thinking. Skills
that likely reside, as indicated in section 5.18.3, in Data Management or Biometrics functions. A new
role, the centralized monitor, that complements the site monitor during his/her investigations is also
emerging in some companies.
c) Impact of local regulations to CDM
Changes to global regulations such as ICH E6 generate a lot of attention from Clinical Development
stakeholders as Good Clinical Practice defines our foundational principles. While less visible, local
regulations may still have significant impact to Clinical Development including CDM activities with the
risk of local inspection findings affecting global studies and potentially submissions.
As a first example, new local German requirements were introduced in January 2018
regarding the “timely” review of the CRF data by “medically qualified” personnel and the
endorsement of the data by the Primary Investigator (PI) at regular/critical timepoints.
Some companies may decide to apply these requirements to German sites only; others to
all sites. Whatever the decision is, the ability to implement, monitor and demonstrate
adherence to these requirements may depend on the flexibility of the EDC system. CDM would likely
have to adjust the set‐up of eCRF signatures in EDC, document the approach in the Data Management
Plan and potentially create custom reports to help monitor the “timeliness” of the review by the
Investigator as attested by their signatures on the eCRF. The implementation strategy must be tailored
by each company and CDM has a key role to play in in ensuring the compliance to those requirements.
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As a second example, the Chinese Reform on Leading PIs for Medical Device released in
October 2017 further illustrates the impact of local regulations to CDM. The requirement
is that Chinese device studies involving more than three (3) sites must have a leading
Site/PI assigned. Per local regulations, the leading PI is considered responsible for “clinical
data administration and analysis” which includes CDM, Statistical Analysis and Report Writing. Even
though individual company interpretations may differ on this, there is no dispute of the fact that the
lead PI needs some level of oversight of CDM activities across all Chinese sites. To an extreme, oversight
may be understood by some companies as the need for the lead PI to approve CDM Documents (e.g.
eCRF Specifications, DM Plan) and/or to manage a CRO performing the CDM activities. To complicate
the situation further, this local regulation does not apply to Drug studies conducted in China.
The goal of this reflection paper is not to provide guidance on how to implement local regulations but
to raise awareness of the rising complexity for CDM. Local regulations are now going beyond the typical
data privacy regulations that CDM has been mostly addressing to date. CDM needs to work closely with
regional regulatory and operational teams to assess and implement solutions that comply to local
regulations because study level processes and data handling conventions may differ by country.

5.3. Evolution of technologies
There are strong desires in the industry to leverage innovative study designs to bring life changing
therapies to patients as well as scaling‐up patient centric clinical development. These significant shifts
have dramatic impacts on the operational aspects of study conduct including the underlying
technologies used today. Unfortunately, organizations are struggling to operationalize and scale‐up
emerging technologies. Reasons include risk aversion, lack of maturity of these technologies as well the
additional costs of change management and validation. Additionally, data flow architectures have
become highly complex. On a positive note, automation capabilities and opportunities to extract
meaningful operational value from data are demonstrating unprecedented potential and the prospects
of an impactful change is within reach. At the end of the day, technology must be meaningful and
enable what the new era of clinical development demands!
a) Reduction of EDC centricity moving forward
Traditional EDC is becoming one data capture modality amongst many. The need to collect source data
directly from the patient is already leading to the rapid adoption of eCOA, wearables, sensors and other
eSource solutions. As an extension to the 2018 Tuft survey on “Strategies from Data Management
Leaders to Speed Clinical Trials”, Veeva completed an EDC Survey showing that “97% of companies
expect to use more clinical data from a wider variety of sources and 70% plan to use a data source that
they are not currently using today”9. Furthermore, several companies informally surveyed during the
SCDM 2018 Leadership forum stated that over 70% of the data volume (e.g. lab, eCOA, etc.) is not
coming from EDC. Additionally, more protocols are utilizing objective and measurable endpoints (e.g.
automated imaging reading) instead of relying on investigator or rater assessments. People dependent
assessments are more expensive and riddled with variability due to subjective interpretations and/or
lack of experience. As an example, “discrepancy rates between 2 radiologists have been found to be
around 30%”10. As data sources are becoming more diverse and prevalent, the 3rd party data volume is
outpacing site‐based data capture in EDC. With that, CDM priorities and focus need to be adjusted.
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