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Introduction + Supplemental content

The National Institutes of Health's National Center for Advancing Translational Sciences established Author affiliations and article information are
the Trial Innovation Network (TIN) as national infrastructure to address multicenter trial barriers and listed at the end of this article.

offer investigators access to a scientific consultative process, clinical trial and disease experts, and

methods across the trial life cycle."? The TIN initial consultation process provides researchers with

resources and recommendations to address complex aspects of planning and conducting more

informative clinical trials; data-driven solutions for site identification, representative recruitment,

and retention planning; data management; and regulatory compliance.

Methods

This qualitative study reports on TIN Initial Consultations from proposals submitted to the TIN from
October 26, 2016, until June 1, 2024. This study followed the Standards for Reporting Qualitative
Research (SRQR) reporting guideline and did not involve human participants research; therefore, as
set out in the Federal Policy for the Protection of Human Subjects, codified at 45 CFR 46.102,
Institutional review board (IRB) approval was not required..

A proposal requesting a TIN consultation for a planned or current multicenter study is submitted
by the study investigator via the TIN's website portal. The proposal is reviewed within 5 days, aligned
with a Trial Innovation Center (TIC) and/or Recruitment Innovation Center (RIC)* with the capacity
and pertinent expertise (Figure 1). The assigned TIC or RIC team convenes an introductory call with
the study investigator to ensure that initial requests for resources, such as single IRB, site expression
of interest, electronic health records-based recruitment, and/or recruitment and retention planning
and materials, are appropriate and to determine whether additional, nonrequested resources are
advantageous. Domain experts with prior trial experience in relevant therapeutic, methodological,
and population areas are then identified. Next, a kick-off call is scheduled with the investigator,
identified experts, and applicable resource leads to discuss topics such as the scientific premise,
expected outcomes, and recruitment and retention plan. Additional, topic-specific calls are
scheduled as needed. A final wrap-up call summarizes the guidance given and finalizes TIN resource
provision. Based on an assessment of the project's needs and potential benefits from further
support, the TIC/RIC team may provide a recommendations report, recommendations plus
resources, or a comprehensive consultation. A summary of completed initial consultations is
presented to a TIN governance committee—the proposal assessment team (PAT)—comprising
leadership from each of the TICs, the RIC, and NCATS. The recommendation for a comprehensive
consultation requires an active discussion and affirmative vote from the PAT to proceed. A planned
publication will describe the Comprehensive Consultation process.
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Results

From October 26, 2016, until June 1, 2024, 445 proposals were submitted to the TIN for
consultation, a median (IQR) of 46 (29) proposals per year. Thirteen inaugural proposals
received in 2016 were developed as use cases to organize TIN processes, with 7 proposals
supported as demonstration projects (54%) and 6 as pilot studies (46%). The TIN initial
consultation process then started in earnest, and through June 1, 2024, a total of 432 proposals
(97%) were assigned to a TIC/RIC for an initial consultation upon receipt, with all receiving a
recommendations report. A total of 115 proposals (26.6%) received the recommendations
report only, 189 requested and received targeted TIN resources (43.7%), 75 moved to a
comprehensive consultation (17.4%), and 53 were either still active or on hold as of June 1, 2024
(12.3%) (Figure 2).

Starting in 2019, the TIN began sending clinical trial teams a 3-question satisfaction survey to
provide feedback to the TIN, anonymously if desired (Figure 2). A net promoter score (NPS)* is
calculated across all completed survey responses for each question. Between 2019 and 2024,
investigator ratings from 168 completed surveys resulted in an NPS rating of world class satisfaction
with the TIN initial consultation process.

Figure 1. Schematic of Initial Consultation Process

Submission }—» ‘ Alignment }—» ‘ Introductory call }—» ‘ Kick-off call ‘» ‘ Wrap-up call
Investigator submits Within 5 business days, ¢ 15-30 min *1-2h ¢ 30 min
proposal through the TIN Pls assign proposal to:  Discuss consult process * Proposal overview e Summarize
TIN website  Johns Hopkins TIC o |dentify needs ¢ Guidance from recommendations
« Vanderbilt TIC and expertise domain experts and resources
« Vanderbilt RIC
« Study strengths are detailed, and potential barriers to success described.
* Targeted recommendations are provided for study design, budget development,
regulatory considerations,and/or recruitment and retention strategies in a written
L, Recommendations report L, and orally presented recommendations report.

(approximately 30 d) « Investigators may also be referred to the extensive TIN Toolbox, an online repository of
more than 80 clinical trial implementation resources, including guidance documents,
training modules, toolkits, and templates on such topics as sIRB, IREX, clinician
outreach, social media recruitment, community engagement, and MyCap.

. * Recommendations as previously described, coupled with discrete TIC and/or
L, Eﬁgiglgjpcﬁtg;;rrgﬁﬁ; tately L, RIC resources. Resource support !s based on @he study team's desire to implement
4wk to length of study) the resource balanced by the available capacity of the resource support team.
TIN review: 3 » Postaward (if applicable): implementation of resources.
possible outcomes
 The consultation team may recommend continued collaboration in the form of a
comprehensive consultation to support investigators in developing compelling and
fundable grant proposals using TIN trial tools.
Ly Comprehensive consultation |, | *Thismay include the development of a detailed statistical analysis plan, protocol
(approximately 180 d) redesign, crafting a robust recruitment plan, and ways to embed TIN innovations.

« |t may also identify potential partnerships with key support entities such as a clinical
coordinating center, a data coordinating center, and/or a recruitment and retention team.,
» Comprehensive consultation recommendations require approval by the PAT.

PAT, Proposal Assessment Team; P, principal investigator; RIC, Recruitment Innovation Center; TIC, Trial Innovation Center; TIN, Trial Innovation Network.
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Figure 2. Trial Innovation Network (TIN) Initial Consultation Metrics
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Innovation Center. =70). NPS scores are aggregated across all TICs/RIC and by individual TICs/RIC in

2 Net promoter score (NPS) = % promoters - % detractors. Individual NPSs were instances where the principal investigator voluntarily self-identifies as part of
averaged across all 3 questions for a total mean NPS. The NPS is interpreted as good (ie, the survey.

Discussion

The TIN has built infrastructure and resources to help investigators improve and accelerate multisite
clinical trials, starting with the initial consultation process. Over time, TIN leadership has identified
classes of issues that impede timely completion of clinical trials, and developed innovations—tools,
methods, and resources—to address them.>® US-based investigators who are proposing, planning, or
conducting a multicenter study, with any type of funding or in any discipline, can request a
consultation through the TIN website portal. Our assessment is limited by the absence of a
comparable consultation network for benchmarking. TIN consultations are provided at no cost

to investigators.
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