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The Transition of the CTOT and CTOT-C Studies

Highlights from this Large Multisite Research Program’s Successful Transition

Executive Summary

In 2009, Rho won a competitive grant renewal to assume the role of Statistical and Clinical
Coordinating Center (SACCC) for the Clinical Trials in Organ Transplantation (CTOT) and
Clinical Trials in Organ Transplantation in Children (CTOT-C) research programs. The SACCC
responsibilities previously belonged to another Contract Research Organization (CRO). Rho
was required to transition many of the ongoing studies from the existing CRO to Rho under a
very tight deadline. This article describes Rho's successes in transitioning 14 studies from the

previous CRO while implementing a variety of process improvements and enhancements.

The Ingredients for a Successful Transition

CTOT is a cooperative research program sponsored by the National Institute of Allergy and
Infectious Diseases (NIAID) with co-funding from the National Heart, Lung, and Blood Institute
(NHLBI) and the National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK).
CTOT is an investigative consortium for conducting clinical and mechanistic studies that will lead
to improved outcomes for solid organ transplant recipients. CTOT-C, which is funded by the
NIAID and NHLBI, shares the same objectives as CTOT, but with a targeted focus on pediatric

recipients of heart, lung, and kidney transplants.
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The CTOT and CTOT-C programs were a logical fit for Rho given the company’s
experience working in transplantation trials, and the programs appealed to Rho's
corporate philosophy of improving health, extending life, and enhancing the quality
of life via corporate and research excellence. When the SACCC grant for the CTOT
and CTOT-C research programs was announced open for competitive renewal in
2009, Rho saw an opportunity to build upon its expertise in transplantation research

and success in transitioning multisite studies and applied for the grant.

An industry leader in full-service contract research services, Rho has developed a
reputation for successfully managing challenging clinical research projects. Rho
has a particularly accomplished record of taking over struggling, difficult, and
complicated projects — “rescue projects” as they are called in the industry — from

other CROs and improving upon them.

Such was the case earlier when Rho was awarded the contract to serve as the
Statistical and Data Coordinating Center for the Immune Tolerance Network (ITN).
The massive multisite ITN project required Rho to transfer 31 studies from the
previous CRO. The ambitious undertaking proved successful and Rho emerged

an even stronger candidate for transitioning large scale studies. The ITN also
deepened Rho's expertise working in transplantation research (over one third of the
ITN studies are transplantation trials). (Read more about the successes of the ITN

transition here.)

Rho was awarded the CTOT and CTOT-C SACCC grant in late 2009. As the SACCC,
Rho would be a full service coordinating center offering clinical monitoring, data
management, regulatory, statistical analysis, and site coordination services. The
first objective was to transition data and coordinate responsibilities for the existing

studies from the previous CRO.

A total of 14 trials needed to be transitioned to Rho. Nine of the trials were in
start-up, active enrollment, or follow-up stages, which required Rho to coordinate
transition activities with more than 70 research sites across more than 50
different academic institutions. The remaining five trials were in active protocol

development. The aggressive goal set by Rho and the study sponsors was to

Rescue Experience
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transition everything from the former CRO to Rho within six months.

In those six months, Rho assumed responsibility for site monitoring, data
management, DSMB reporting, abstract development, safety reporting, statistical
analyses, coordination of lab vendors, specimen tracking, shipment monitoring,

and site management duties. Rho was expected not only to transfer everything
smoothly, but also to identify and implement process improvements throughout the

transition.

The Art of Overcoming Obstacles

One of the biggest challenges Rho faced with CTOT was transferring the data
from the other CRO’s electronic data capture (EDC) system into Rho's system. This
process required the transfer of data from more than 80,000 case report forms for

approximately 2,000 study subjects.

The Rho study team managed to transfer the entire EDC system in less than four
months, despite encountering several obstacles along the way. During the process,
Rho discovered a number of data problems with the first few transitions. In order
to save programming resources and meet deadlines, Rho opted to manually

re-key data from several studies, rather than import the data with errors and

inconsistencies.

Dedicated to providing a seamless transition for the clinical research sites, Rho and
the sponsors agreed that Rho’s EDC user interface should be as similar as possible
to the EDC interface from the previous vendor. Unfortunately, Rho was unable

to view the existing user interface managed by the outgoing CRO (a competitor)
and had to develop the system based solely on a data specification table. Despite
the challenge of working “blind,” Rho managed to create an EDC interface with
minimal disruption to the studies. After completing the interface, Rho received
feedback from many of the site end users that the transition to Rho's system was

smoother than they expected and the new system was intuitive and easy to use.

Amid the transition, Rho identified a need for a comprehensive data validation plan.

Rho staff knew that thorough, routine, and consistent data queries were needed

Overcoming Challenges
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to ensure the highest level of data integrity. Recognizing the need and opportunity
for study improvement, Rho data managers programmed new electronic edit checks
for eight existing studies. Since that time, Rho has issued over 46,000 data queries,

working closely with sites to achieve a greater than 97% query resolution rate.
g y g query

When asked about the successes of the project, David Iklé, Ph.D., Rho's principal
investigator on the SACCC, spoke highly of his team’s successful collaboration.

"It was especially rewarding to see the SACCC team come together so quickly

and to successfully transition 9 active trials within 6 months, which is a remarkable
accomplishment in our business,” commented Dr. lklé. “In addition, these trials
were migrated to a totally new data collection environment with minimal impact on
clinical site investigators and staff and, subsequently, we have dramatically improved
the systems and processes for ensuring that the data are as complete and accurate
as possible. As these studies start coming to an end, we will see the benefits of
substantially improving the quality of these important research programs, which will

ultimately improve the clinical outcomes of transplant recipients.”

An Unrivaled Transition Experience

Within six months, Rho accomplished the goal of facilitating a smooth transition

of the CTOT and CTOT-C program while simultaneously identifying problems,
implementing process improvements, and initiating several new studies. With each
successful transition, Rho continues to hone its experience with transferring large

multi-site programs.

According to Ronald Helms, Ph.D., Rho's Chief Scientific Officer, Rho’s expertise
with these types of projects is unparalleled in the CRO industry. “With another
successful, large-scale project transfer, Rho continues to build upon its reputation as
an industry leader in rescuing and transitioning projects,” Dr. Helms stated. “Study
transitions are daunting, even for relatively small projects. When you transfer
studies of the sheer size, complexity, and impact of the CTOT and ITN programs,
you are talking about a level of service that very few CROs can provide. Rho not
only provides that level of service, we also go above and beyond to make the

studies better and stronger than they were when we inherited them.”

Experts in Action
Recognizing the need
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sites to achieve a greater than

97% query resolution rate.
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Transition and rescue work is only a fraction of the services Rho can provide, but Rho
takes great pride in these projects because they truly speak to Rho's exceptional
quality and expertise. Rho's history of success in transition work highlights the core
principles that drive Rho in every aspect of its work: employing great people who

are uncompromisingly committed to integrity, adaptability, quality, and innovation.
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