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SESSION PROPOSAL 27
ACCOMMODATING “HISTORY EFFECTS” IN LONG DURATION, MULTI-SITE CLINICAL TRIALS TO
ENSURE RELEVANT AND COMPELLING EVIDENCE
Kimberly Carlson, Hines Cooperative Studies Program Coordinating Center, Edward Hines Jr. VA Hospital

Description of Session:
Over the course of a clinical trial, changes in the practice environment have the potential to reduce internal and
external validity and impact change in patient outcomes. Such “history effects” (Campbell & Stanley, 1963) can take
the form of changes in standard of care, clinical guidelines and recommendations, new drug/device availability in the
marketplace, testing and screening procedures, and as recently experienced, a global pandemic. Clinical trials
conducted over many years are particularly susceptible to history effects. Such effects can impact foundational ability
to continue a trial, including clinician equipoise and ability to implement trial interventions, necessitating awareness
and action planning. For example, Curtis and colleagues (2019) acknowledged challenges with clinical guideline
history effects and issued recommendations for addressing them such as consideration of participant well-being,
stakeholder engagement, safety monitoring, review of guideline and policy changes, and development of rules for
protocol changes.
This session will explore how four multi-site clinical trials conducted with VA Cooperative Studies Program
sponsorship and coordination have weathered history effects during prolonged periods of enrollment. Topics to be
covered include the implementation of pragmatic designs, monitoring of clinical guidelines, assessing control group
treatment conditions, modifying protocols, adjusting quality assurance procedures, refining recruitment pathways,
and training site investigators. The speakers, Study Chairs, will describe best practices and provide recommendations
for navigating history effects in prolonged multi-site clinical trials that can ensure outcomes remain relevant and
compelling to inform public health at trial commencement.
The CSP 2008/PTXRx study is a pragmatic, randomized, double-blind, placebo-controlled, multi-center clinical trial
of Veteran patients with diabetic kidney disease (DKD) examining whether pentoxifylline (PTX), when added to
usual care, can delay time to end stage renal disease or death. enrollment for the study began in 2019, and it is
anticipated that 9 years of follow-up will be required to observe the required number of primary events. Given the
long duration of the study, changes in clinical guidelines were anticipated and have occurred, including the approval
of new DKD therapies and introduction of a new formula for estimated glomerular filtration rate (eGFR) calculation.
In anticipation of these changes, the study design allows for whatever standard of care is extant at any time during the
course of the study. PTXRx’s pragmatic trial design and protocol leverage the VA’s research infrastructure and
remote platforms allowing the study to be responsive to external changes and to safely continue during a global
pandemic.
The CSP 596/OPTION study is a randomized, double-blind, multi-center trial of Veteran patients with a first or
second recurrent C. difficile infection (CDI) comparing (a) fidaxomicin and (b) vancomycin followed by a taper and
pulse to (c) a standard vancomycin regimen. Since enrollment began in 2016, significant changes in CDI
epidemiology and clinical management have impacted the study. The COVID-19 pandemic also resulted in an
administrative hold on all trial activity followed by staggered reopening of sites due to variable COVID-19 activity
and clinical priorities. Many clinical laboratories switched to algorithms that included free toxin assays in addition to
PCR tests out of concern for overdiagnosis based on PCR testing alone, reducing the number of potentially enrollable
cases. There has been increased empirical vancomycin treatment for recurrent CDI without confirmation by stool
testing, a requirement for enrollment and a recruitment strategy for identifying potential cases. Finally, conflicting
clinical guidelines for recurrent CDI has created potential equipoise when considering enrollment. Ongoing
educational efforts have been made to clarify the protocol and emphasize the validity of the research question as well
as protocol changes to allow safe enrollment and follow up of participants in the face of the ongoing COVID-19
pandemic.
The CSP 2005/VALOR is a phase III randomized, open label, multi-center clinical trial of Veteran patients with
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operable stage I non-small cell lung cancer that compares stereotactic radiotherapy and anatomic pulmonary resection
with a primary outcome measure of overall survival. The study was activated in 2017 and recruitment to the trial has
been affected by ongoing changes in public and clinician perceptions about stereotactic radiotherapy and surgery that
have interfered with equipoise and willingness of participants to enroll. The study team perpetually addresses this
challenge through group conversations with local site investigators, study coordinators, and other research personnel
to preserve group equipoise across the study. Since the study’s activation, new safety information about stereotactic
radiotherapy has emerged necessitating protocol modifications while aiming to preserve internal and external validity.
The includes modifying standard operating procedures for the study’s centralized quality assurance program that has
had to adapt its process to remain contemporary.
STARPORT, funded by VA CSRD with CSP collaboration, is a randomized, open label, multi-center clinical trial of
Veteran patients with oligorecurrent prostate cancer comparing the effects of standard systemic therapy (SST) alone
or with PET-directed local therapy using surgery or radiation. Although enrollment was initiated in 2021, changes are
already evident in clinical practice guidelines regarding the use of imaging in workup in this patient population.
Shortly before the start of accrual 18F-DCFPyL PSMA PET/CT received FDA-approval. Consequently, it is being
rapidly adopted at the STARPORT VA medical centers, and the use of conventional imaging using CT or bone scan
prior to PET/CT imaging—part of the original eligibility criteria—quickly is falling out of favor. Furthermore, shortly
after the start of enrollment, NCCN guidelines adopted the stance that conventional imaging was no longer required
in the setting of PSMA PET/CT imaging, solidifying the transition away from conventional imaging. Thus, the
protocol is being amended to remove the requirement for conventional imaging as part of workup for
oligorecurrence. Additionally, to be generalizeable, the study is designed to integrate future PSMA radiotracers that
are incorporated into practice, as well as changes in SST regimens over the time of the study.
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