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Overview

This case study focuses on the biostatistical challenges and successes during the
transition of a large, multi-protocol, cross-therapeutic project from one coordinating
center to another. The goal is to present lessons learned both during and since the
transition, which began in July 2008. In total, 35 trials were transitioned as part of
the NIH/NIAID Immune Tolerance Network project (four in development, 21 actively
enrolling or in follow-up, and 10 closed). An additional six trials have started
development since the transition began. These studies are primarily phase I/I1
trials in various therapeutic areas including asthma/allergy, autoimmunity, cell
transplant, and solid organ transplant.

Staffing a large number of trials with complex study designs and short timelines
was a major challenge encountered during the transition. Maintaining consistency
across studies with varying indications was an additional challenge when designing
reports. Other issues included dirty/incomplete data and properly monitoring study
stopping rules without sufficient information.

Several tools and processes were developed to facilitate the transition and ongoing
work. A key to the successful transition was scheduling study meetings that
included the sponsor’s project managers, the incumbent statisticians and data
mangers, and the new coordinating center team members to discuss ongoing
challenges and operational issues. With proper resource allocation, statistical
analysis plans and clinical study reports that had previously been dormant were
drafted and finalized. To maintain consistency, templates were created for a variety
of standard tasks and deliverables. We created a comprehensive manual with study
transition decisions and instructions for each biostatistical task.

The lessons learned when transitioning this large multi-protocol coordinating center
may benefit other vendors who are awarded an ongoing, multi-protocol project.

Summary of Trials to be Transitioned

Therapeutic Category

Cell
Transplant

Asthma/ Solid Organ

Autoimmunity Allergy Transplant

Total

In development 2 0 1 1 4
Enrolling 4 1 4 0 S
Follow-up 4 1 6 1 12
bl - | | o | o |
To be archived 2 2 2 0 6
Total 15 5 13 2 35

Communication

e Frequent communication between the sponsor, incumbent trial team members, and

statisticians, product safety specialist and data managers at the new coordinating
center proved to be a key component leading to the successful transition of the

trials between coordinating centers.

e Teleconferences were scheduled for each trial to discuss the history, ongoing
issues, upcoming deliveries and other relevant information.

e These meetings helped the new team members become familiar with trial issues
and make sure the needs of all parties were met.

e To ensure a smooth transition, a checklist of files that needed to be sent to the
new coordinating center was created for each trial. These lists were imperative in

ensuring we had all necessary files for successful operation once the transition was

complete.

Files Requested for Each Trial (where applicable)

Specifications and Programs:
e Analysis datasets

e Displays

e Sample size estimates

e Analysis macros

Data:

e Randomization data
e Clinical data

e Analysis datasets

e Format library

Deliverables:

e DSMB reports, datasets and displays
e IND reports and displays

e Trial management displays

e Interim analyses

Documents:

e Protocol/informed consents and summary
of changes (all versions)

e SAP with signatures (all versions) or draft
SAP with reviewer comments

e CSR or statistical report

e Safety files including MedWatch forms
e Safety Management Plan (SMP)

e Memos to file

e Site contact lists

e DSMB recommendation letters

e Annotated CRF and completion guidelines
(all versions)

e Data validation plan
e Query frequency log
e Audit tralil

Communication with the sponsor and incumbent coordinating center was critical
when prioritizing work for the trials. Trials were prioritized based on:

e Upcoming DSMB meetings, IND due dates and scheduled interim analyses

e The need to monitor stopping rules

e Timeline for database to be active at Rho

e Trial complexity
e Protocol development milestones

Staffing

Stat Functional Lead

Autoimmune Lead Transplantation Lead Asthma/Allergy Lead

Autoimmune Staff Transplantation Staff Asthma/Allergy Staff

e The statistics functional lead met with other internal core team members: Principal
Investigator, Project Director, product safety functional lead and data management
functional lead.

e Having a lead in every therapeutic category established an expert in each area in
which others could ask questions.

e Keeping staff in one therapeutic category increased efficiency.
e Cross-therapeutic support was utilized as necessary.

e Assigning statisticians projects at different stages (protocol development,
enrollment, follow-up and completion) provided staff an opportunity to learn about
each stage.

e Staff were not originally organized as pictured above because the project
assignments were made based on availability. To decrease training requirements,
staff supporting the transition with short-term commitments were assigned isolated
tasks that did not require learning about the coordinating center.

e The team of statisticians was composed of staff with various levels of experience.
This allowed senior level staff to delegate work and for junior level staff to gain
experience.

Data Issues

e Clinical data received from the incumbent coordinating center required several
rounds of queries.

e Data to monitor the stopping rules were not available.

e Statisticians met regularly with the trial data managers to discuss data or other
relevant trial issues.

e Statisticians created a data issues log in which they entered data issues that needed

to be queried. This log was shared with the data manager and added to when the
statistician found additional issues.

Items Collected in the Data Issues Log

e Action
e Resolution

e Data stream

e [ssue

e [ssue added by
e Date added

e Comments
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Consistency

e To gain efficiencies and to deliver similar products across all trials, processes to
maintain consistency across trials were developed.

e Developed templates for documents that will be created for most trials:
e DSMB report
e IND annual report
e Clinical Study Report (full, abbreviated and synopsis)
e Statistical Analysis Plan
e ClinicalTrials.gov results

e Maintained consistency among analysis datasets and variable names by import-
ing from similar trials in the coordinating center.

e Created guidance documents for standard processes in collaboration with the
sponsor. While several guidance documents are still under development, finalized
guidance documents include;

e Subject IDs

e Unmasking

e Stopping rules

e Data request and approval process

e Developed an operations manual as a reference for statistical duties in the
coordinating center. The document provides details on the processes, timelines
and standards that should be followed. The answers to many frequently asked
questions are also included in the manual.

Examples of Processes Outlined in the Operations Manual

e DSMB timelines and processes

e IND annual report timelines and
processes

e CSR process
e Trial start up procedures
e End of trial procedures

e Trial management report guidelines
e SAP notes, timeline and review process

e Directory setup and file naming
conventions

e Programming conventions

e Display format

Summary

For a successful transition of a large coordinating center, frequent communication is
key. Itis also important to spend time at the beginning of the project developing
tools and efficiencies to save time and resources over the life of the project.
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