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The Transition of the Immune Tolerance Network (ITN) Project
Highlights from the Transition of a Massive Multisite Consortium

Executive Summary

Over a period of 6 months, Rho successfully transitioned over 30 studies from another Contract
Research Organization (CRO) for the Immune Tolerance Network (ITN). For each study, Rho
assumed responsibility for the biostatistical support, data management, and safety monitoring
services. This article describes Rho's challenges and successes as they transitioned dozens of

ongoing studies from another CRO without disrupting or interfering with the clinical research.

A New CRO Opportunity

Established in 1999, the Immune Tolerance Network is an international clinical research con-
sortium sponsored by the National Institute of Allergy and Infectious Disease (NIAID) and the
Juvenile Diabetes Research Foundation (JDRF). The principal mission of the ITN is to explore
and advance immune tolerance therapies. The ITN utilizes a multidisciplinary approach to re-
search tolerance-inducing strategies in three key therapeutic areas: transplantation, autoimmune
diseases, and allergy and asthma. The ITN is one of the largest government-funded research
networks in the world, with over 200 clinical research sites around the globe and a current seven-

year contract of over $224 million.
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In July 2007, the National Institutes of Health (NIH) released their request for
proposals for the ITN Statistical and Data Coordinating Center (SDCC) contract. Al-
though the NIH had an established SDCC vendor at that time, when a federal con-
tract cycle ends, each successive contract must be opened publicly for competitive
rebid. In November 2007, Rho entered a bid to serve as the SDCC for the consor-
tium. As the SDCC, Rho would be responsible for providing biostatistical services,
data management, and safety monitoring and reporting for all of the ITN studies.

At the time of the rebid, these services were being provided by another CRO.

Rho's bid was built on the strength of its clinical research programs and biostatisti-
cal expertise, its history of success with other immunologic-based studies (e.g.,
ICAC, ICAS, ADCT, ADVN), Rho's aptitude with electronic data capture (EDC) sys-
tems, and its many years of data management and safety monitoring experience for

federally funded trials.

Executing a Successful Transition

In June 2008, Rho was notified that they had been awarded the SDCC contract, but
there was little time to celebrate. With 21 studies in progress, 10 closed studies,
and 4 studies in active development, Rho had to immediately transfer the SDCC
services for all 35 of these trials from the previous CRO. Transitioning the work
quickly with minimal disruption to the studies was of utmost importance to the
sponsors and other ITN collaborators. Ongoing trials could not be stalled, upcom-
ing studies could not be postponed, data integrity had to be maintained, and dead-
lines for Data Safety and Monitoring Board meetings and Investigational New Drug

submissions could not be missed or delayed.

In addition to transferring the studies, Rho had to address a number of unique
challenges during the project transition. One particularly sensitive challenge was
establishing an effective working relationship with the former CRO, a competi-

tor. The transition required Rho and the former CRO to work together closely and
communicate constantly on all aspects of the project. To the credit of both CROs,
a collaborative working relationship was established, which helped to ensure a suc-

cessful transition.

Transition Background
With 21 studies in progress, 10
closed studies, and 4 studies in
active development, Rho had to
immediately transfer the SDCC
services for all 35 of these trials
from the previous CRO. Tran-
sitioning the work quickly with
minimal disruption to the studies
was of utmost importance to the
sponsors and other ITN collabo-

rators.
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Another challenge Rho faced was implementing an EDC system for the ITN. Until
Rho assumed SDCC responsibilities, all of the ITN's trials relied exclusively on pa-
per-based data capture. As part of its contract, Rho was tasked with introducing a
validated electronic data capture system for all new studies and transitioning many
of the active studies into the EDC. Ultimately, Rho transitioned 9 existing studies
to its EDC system. For some studies, Rho data managers were able to set up an
electronic transfer of data, but several studies required data to be manually entered
into Rho’s EDC system from the existing paper forms. By the end of the transition,

Rho staff data had entered approximately 10,000 paper forms.

By the spring of 2009, after months of intense work and close collaboration with
sponsors and stakeholders, the bulk of the transition was complete. Some addi-
tional transition activities would continue throughout 2009 to transfer a few paper-
based studies into Rho's EDC system, but the vast majority of the studies were

transitioned in the first 6 months.

Transition Successes by the Numbers

9 [ Studies converted from paper to EDC

35 | Trials transitioned

60 [ Open Serious Adverse Event (SAE) cases closed

6,300 | Data quality checks programmed
10,000 [ Study forms data entered
14,000 | Data queries resolved

Developing Expertise in Study Transitions

Rho had substantial experience with rescue projects and study transitions before
the ITN transition, but the ITN SDCC contract was the single largest transition
project in Rho's history. Although the ITN transition was extremely challenging, it
proved to be a very rewarding and valuable experience for Rho. Rho has taken the
lessons learned from the ITN transition and further refined and improved its proce-
dures for transitioning new projects. Rho staff have presented these strategies at

international conferences like the Society for Clinical Trials.

Paper to EDC

Ultimately, Rho transitioned

9 existing studies to its EDC
system. For some studies, Rho
data managers were able to set
up an electronic transfer of data,
but several studies required data
to be manually entered into Rho’s
EDC system from the existing
paper forms. By the end of the
transition, Rho staff data had
entered approximately 10,000

paper forms.
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Ronald Helms, Ph.D., Rho's Chief Scientific Officer commented:

“In retrospect, the ITN transition was a spectacular success. At the time, Rho's ITN
team seemed to feel it was a world-class challenge (which it was) with surprises and
nooks and crannies and undocumented details that just went on and on and on. A
great success such as this can only be accomplished by a superb team functioning as
a team - a good description of Rho’s ITN team that, in the process, demonstrated all
of Rho's core values in action. Dr. Herman Mitchell’'s dedicated and effective leader-

ship was a notable success factor.

“Rho has considerable experience with transition and rescue projects, and we relied
on that experience to guide us in the ITN transition. The sheer size and scope of the
ITN project posed new challenges for our investigators and staff, but the way we
addressed those challenges taught us new lessons and gave us new insight into the
work required to transition a massive multisite research consortium. | don’t know of
another CRO that is more experienced or adept at handling the challenges inherent

in successfully transitioning large multisite studies than Rho.”

The ITN transition was a significant success for Rho, and the true impact of the
success is still being realized. By adding ITN to the list of projects that have been
successfully transitioned, Rho has further strengthened its reputation as a CRO ca-
pable of handling any project, regardless of the size or scope. In so doing, Rho has

expanded its presence as an industry-leading CRO.
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From Ron Helms

“The sheer size and scope of
the ITN project posed new
challenges for our investigators
and staff, but the way we
addressed those challenges
taught us new lessons and gave
us new insight into the work
required to transition a massive
multisite research consortium. |
don’t know of another CRO that
is more experienced or adept at
handling the challenges inherent
in successfully transitioning large

multisite studies than Rho.”
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