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Abstract

There has been a recent focus on providing adequate clinical oversight in a shrinking economic support environment. Concepts of remote monitoring to decrease travel costs and time, on-site monitoring that is structured to review specific information and developed with a frequency based on the risk level of the intervention, and streamlined safety

reporting all combine to allow comprehensive clinical trial oversight. The use of robust web-based data systems allows for daily updates of clinical trial progress, automated notification of specific events, data quality checks at the time of data entry, built-in logic checks, remote monitoring capabilities and real-time review of safety events. The NIDA

CTN experience serves as a model to transition to real-time reporting of trial progress, to risk based clinical site monitoring and strategic risk based safety reporting. A comprehensive clinical trial progress assessment has been created with site and safety monitoring plans that can improve the efficiency of monitoring programs. These examples and
| tools will offer alternatives to standard clinical trial oversight and to 100% data auditing while maintaining data and ultimately study integrity.

/ Trial Progress Reports \ / Site Monitoring \ / Safety Monitoring \
The NIDA CTN has developed a comprehensive set of web-based Trial Progress Reports (TPR) to use as In response to growing concerns about the effectiveness and efficiency of monitoring clinical trials, the Since 2004 and the establishment of a single safety office as well as a central database, new studies
a management tool to monitor the progress of on-going clinical trials in real-time. These reports track the NIDA CTN has initiated a new strategy to reassess monitoring practices within their network. During the have been assessed for possible participant risk based on the study intervention. Once risk has been
progress of each protocol within the CTN from the date of first randomization to final closeout and last two years, conventional monitoring plans implemented in previous trials have been gradually replaced determined, safety reporting parameters are tailored for each study accordingly. This assessment and
publication of main results. The content includes recruitment, retention, availability of primary outcome, with tailored plans that take into consideration the relative risk of a given trial and that are also flexible tailoring process has been built upon the experiences of the review of safety data for previous NIDA
treatment exposure, quality assurance, and regulatory. The reports are updated daily and are available on enough to allow for additional tailoring based on specific site performance variables. CTN studies and reflects the interest of the CTN to consolidate and streamline implementation of their
a secure website to provide real-time access to critical protocol information. Metrics have been developed To create these tailored monitoring plans, algorithms were developed to assist the CTN to determine the clinical trials while maintaining appropriate safety oversight.
for key protocol components to provide feedback at a glance on the progress of the protocols. These ‘monitoring risk’ of a trial and that take into account aspects of: 1) Trial design complexity including: study
metrics have been assigned color-codes, where green denotes good performance, yellow where problem population, safety profile of the investigational product and critical study procedures; 2) Monitoring 1. Standardize safety definitions and specifications based on GCP definitions
areas are identified, and red where poor performance is noted and remedial actions required. complexity including: number of participants and their length of study involvement, expected rates of 2. Tailor type of events centrally reported based on severity or relationship to therapy

enrollment, number of endpoints, number and experience level of sites and the complexity of related (i.e., do not report grade 1 or 2 unrelated events)
The TPR provides both a big-picture view and a very detailed view of the protocols to meet the needs of regulatory requirements; and 3) Sophistication of the EDC system and corresponding data management 3. Establish a standard safety reporting section for protocols
the varied audience, which include: including: volume and availability of source documentation versus direct data entry. 4. Provide Web-based EDC single database reporting and review of SAEs
5. Provide frequent training
= The sponsor and study leadership to assess the overall progress of multiple on-going protocols. For Study X — A conventional plan that did not take trial design or monitoring 6. Continue MedDRA coding
example, reviewing statistics over all protocols with color coded boxes can be useful for the sponsor complexity into consideration. The EDC system used was inflexible and
to assess study performance (Table 1). data management occurred sporadically. On-site visits conducted quarterly = . New Strategy New Strategy
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