
Hybrid 
Decentralized  
Trials in Oncology:  
A Path to Diversity 

Safety concerns during the pandemic elevated the 
concept of fully virtual, decentralized trials. But these 
may not be suited to the majority of cancer patients 
receiving investigational therapies. A hybrid 
decentralized model advances patient “optionality”  
and may lead to greater racial and ethnic diversity in 
clinical research. 

© 2022 Syneos Health®. All rights reserved.



2

HYBRID DECENTRALIZED TRIALS IN ONCOLOGY: A PATH TO DIVERSITY 

Table of Contents

Introduction 3

DCTs at a glance 4

Research hurdles a DCT can overcome 5

Achieving the optimal on-site/virtual blend 6

The cancer patient’s decentralized journey 7

Regulatory latitude toward hybrid DCTs 8

Dynamic Assembly™ 9

Conclusion 11



3

Introduction 
 
During the pandemic, oncology research teams 
around the world embraced decentralized clinical 
trials (DCTs) to keep patients and investigators safe. 
But industry aspirations around DCTs seem to have 
outstripped realities on the ground, especially in 
oncology. While it is fashionable to talk about fully 
virtual or “site-less” trials, many cancer patients 
today require complex infusions and advanced 
imaging that are simply not available in in-home 
settings. This is why many trial sponsors and their 
clinical research partners favor a hybrid model for 
cancer DCTs, combining on-site and virtual 
approaches to meet the needs of patients, 
investigators, regulators and brand owners. 
Certainly, momentum toward decentralization will continue. In the US, 
Europe and several large Asian markets, health authorities have provided 
recommendations and draft guidance that have increased regulatory 
clarity. And, in the US, DCTs have moved our industry closer to an 
important societal goal: increasing patient diversity in research studies. 
DCTs can reduce logistical burdens (travel costs, work interruptions) that 
disproportionately affect diverse and/or economically disadvantaged 
communities. In the pages that follow, we look at the advantages of 
hybrid DCTs in oncology from the patient’s viewpoint, the regulatory and 
technology shifts that favor these strategies and the social/cultural 
contexts that will affect such trials going forward.
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DCTs at a glance

Simply defined, DCTs are clinical investigations where some or all trial-related activities occur  
at locations separate from the investigators’ locations. Subject visits are executed through 
telemedicine, augmented with access to mobile/local healthcare providers and often include 
procedures that diverge from traditional trial models described in regulatory guidance. 

The building blocks of DCTs have been around many years, including electronic versions of 
consent agreements, digitization of source data and clinical outcome assessments as well as 
patient-reported outcomes evidence (eConsent, eSource, eCOAs and ePROs). Videoconferencing 
and telehealth visits also were in use years before the pandemic. But only during COVID-19  
did sponsors and their partners start routinely bundling these components into trial protocols 
on a large scale. 

Where and how data is captured

Traditional Trial
Site-based model with limited  

data capture outside of  
scheduled clinic visits; may use 

digital tools for data capture

Hybrid Virtual Research
Replacing some on-site visits with 

virtual visits (telemedicine, 
engagement systems) 

(Location-flexible)

Fully Virtual Research
Replacing all on-site  

visits with virtual visits (digital 
recruitment, eliminate traditional  

site data capture); collection of data 
without an intermediary

Data entered via an 
intermediary

Subject visits at a  
brick-and-mortar site

DCT Components Hybrid DCT Fully DCT

Combination of virtual 
data capture with some 

human intervention

Combination of subject  
visits at site  and remotely

Fully virtual  
data capture 

All visits remote/  
direct-to-patient 

How Data  
is Captured

Where Data  
is Captured
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Research hurdles a DCT can overcome

Boosting enrollment and increasing diversity are  
long-standing goals in clinical research. Meeting  
this objective is profoundly challenging, even though 
patient communities around the world largely agree 
that clinical trials are important. Last year, in a large 
global survey engaging nearly 12,000 individuals,  
76% said clinical research was “very important” to the 
discovery and development of new medicines. Among 
Europeans, an even-higher 85% answered in this way.i 
Patients and advocacy organizations recognize that 
participating in studies may be the gateway to receiving 
advanced therapies.ii 

And yet in practice, just 8% of cancer patients enroll  
in trials, according to a large 2019 meta-analysis from 
the Fred Hutchinson Cancer Research Center and  
the National Cancer Institute analyzing low enrollment 
rates.iII The FDA and other health authorities believe 
DCTs can help.

Not only is general participation in traditional clinical 
trials low, the pool of patients in the US who do join 
trials doesn’t reflect the racial/ethnic distribution in 
census data. In studies of 18 cancer drugs the FDA 
approved in 2020, only 11% of nearly 5,000 participants 
were Black or Hispanic/Latino, even though these and 
other racial and ethnic minority groups account for 
nearly 40% of the US population.iv  The disparity persists 
even in trials for cancers such as multiple myeloma that 
disproportionately affect people of color.

Decentralized trials hold tremendous potential to raise 
overall enrollment numbers and achieve a better, more 
diverse racial/ethnic balance. This objective matters not 
just because it is equitable, but because precision 
medicine hinges on achieving greater research diversity. 
Simply put: if everyone in a trial looks the same, we 
learn little about how medicines perform in the real 
world. Nevertheless, not all DCTs meet the needs of  
the patient or the sponsor.

Why hybrid DCTs can be game changers

• A primary impetus for DCTs is improving patient 
comfort and convenience. The 2019 meta-analysis 
by the Hutchinson Cancer Center cited above 
examined data on nearly 9,000 cancer patients in  
13 studies. More than half of all individuals (55%) did 
not participate in trials because appropriate studies 
were unavailable at medical institutions that treated 
them. DCTs can help address this roadblock.

 
 
 
 
 
 
 

• For members of socially disadvantaged groups, 
well-known challenges are magnified. In the US—
and even in countries such as the UK with universal 
healthcare—people in poorer communities are less 
likely to hear about studies and are more exposed 
to “hidden costs,” including travel to and from 
clinics, the need for extra childcare and the loss  
of income due to missed work.v

• COVID-19 cast these social disparities in harsh relief, 
even as it plunged trial subjects and investigators 
into dangerous new waters. In many cases, the only 
option for keeping studies on track was to harness 
digital technology and remote nursing teams so 
patients could remain safe at home. 

• For many cancer trials with complex dosing 
requirements and the need for tumor assessment 
via CT, MRI or PET imaging, truly “site-less”  
trials were never an option. Instead, in close 
communications with the FDA, US sponsors  
and clinical teams designed studies combining 
traditional and virtual approaches. 

More than half of all individuals (55%)  
did not participate in trials because 
appropriate studies were unavailable  
at medical institutions that treated  
them.
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Achieving the optimal on-site/virtual blend

Syneos Health advises clients and partners in the hybrid DCT space  
to build up three key capabilities that can enhance patient comfort  
and convenience while ensuring data privacy and integrity.

1 Screening  
Powerful tools enable sponsors to identify subsets  
of cancer patients using biomarkers and approach  
them through direct-to-patient outreach. Also, while 
decentralization is the overarching theme, central sites 
continue to obtain tissue for testing, allowing for a wider 
collation of patient data and minimizing of site burden in  
the screening process.

2 Home health nursing  
Oncology site visits are often lengthy, with complex 
diagnostic and dosing regimens. A properly designed 
hybrid DCT identifies which pre-treatment assessments 
can be done in patients’ homes, while on-site visits are 
limited to those requiring physician-facing activity.

3 Long-term follow-up  
Consistent with the DCT’s direct-to-patient approach, 
sponsors may ease patient burden using emerging 
technologies such as “tokenization.” The goal is to link  
up health data that exists in numerous formats and 
repositories under one persistent code (a token), which 
can give researchers, providers and patients access to 
ever-expanding bodies of relevant health information 
without compromising patient privacy. By using central 
sites to perform much of the study follow-up, research 
teams can take pressure off smaller, dispersed research 
sites, freeing them to focus on studies in more active 
phases. While it may seem ironic, central monitoring  
has an expanded role in decentralized models, ensuring 
quality, consistency and integrity of patient data as  
home-based data capture and monitoring technologies 
proliferate and diversify.

Decentralized  
research toolbox 
Sponsors and their partners 
must prepare themselves to 
work in a DCT environment. 
For this, we recommend 
building a DCT toolbox that 
can be flexed and adapted 
depending on the needs 
of each protocol. Thinking 
through the patient journey 
and the different stages 
of a protocol design and 
operational delivery, Syneos 
Health created a workbench  
of services, systems, tools  
and processes that lets the 
user tackle all elements of trial 
deployment. Like traditional 
studies, a hybrid decentralized 
trial begins with study design 
and protocol development—
ideally involving close 
consultation with regulators 
and payers in key markets. 
The next steps are patient 
identification, recruitment 
and enrollment followed 
by data collection, patient 
monitoring, drug supply-chain 
management and patient 
engagement. Because hybrid 
trials can differ significantly 
from traditional trials, it’s 
important to create data  
maps that ensure data  
integrity at all times.
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The number of oncology drugs moving through the 
FDA’s accelerated approval process—many requiring 
long-term safety follow-up studies—has increased about 
30% between 2012 and 2020.vi  Easing patient discomfort 
and minimizing patient attrition and data loss during 
these long trials is a top priority, one that requires 
empathy and understanding for the patient’s pain 
points. Syneos Health advises clients and partners on 
the best strategies for blending virtual and traditional 
operation management, including appropriate use of 
home nursing services. The object is to improve the 
experience for patients, allow sponsors to differentiate 
their products from competing therapies and gain 
insights on long-term health resource utilization and 
cost-effectiveness demanded by payers and regulators. 

 
In a hybrid DCT in oncology, investigators will typically 
focus on mission-critical steps, from validating the 
diagnosis to weighing telemedicine and home nursing 
options and arranging for concierge service to the site  

for in-person visits. But the patient may be worrying 
about very different matters. When will the medication 
arrive and how should it be stored? How will he or she 
deal with a missed dose, a scheduling conflict or  
a confusing ePRO request? Integrating the patient’s 
concerns with technical and logistical necessities of  
a hybrid DCT may be the toughest challenge for the 
sponsor and the research team.

Hybrid DCTs are “problem-led” not “tech-led”

With a wealth of technology and services available, it can 
be tempting to get distracted by the shiny new options. 
We advocate that teams stick to a strong problem-led 
approach in which they assess the study risks and  
issues associated with each project and mitigate those 
with the best solution available. That might range  
from addressing one patient’s stress point through 
consumer-facing technology to operational solutions 
such as remote source data verification (SDV) via source 
document upload. It’s important not to complicate the 
process unnecessarily. For example, patients have been 
taking tablet medication in clinical trials for decades and 
we have “trusted” them to take their medications as 
directed. Today, we can deploy multiple approaches  
to ensure/improve compliance, but this may increase 
the burden for sites and patients without any 
measurable difference in study outcome. These 
compliance-improving approaches should be reserved 
for projects where compliance will likely be an issue—
maybe due to patient demographics or the dose 
schedule of the treatment under study. Our advice:  
stay focused on solutions that mitigate the risks of  
the project. 

The cancer patient’s decentralized journey 

Syneos Health advises clients on the best 
blended DCT approaches to improve the 
experience for patients, allow sponsors  
to differentiate their products and gain 
insights on long-term health resource 
utilization and cost-effectiveness 
demanded by payers and regulators.
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Regulatory latitude toward hybrid DCTs

The idea of structuring clinical trials around telehealth, remote patient monitoring and home 
visits by nurses did not originate with COVID-19. As far back as 2011, Pfizer conducted a fully 
virtual, Web-enabled study of a treatment for overactive bladder.vii But such studies were rare 
and fraught with regulatory uncertainty. 

In the US, the environment shifted in 2016. The 21st Century Cures Act boosted enthusiasm  
for novel trials that incorporated Real World Evidence (RWE) gleaned through digital health 
technology and other channels. The pandemic further catalyzed global thinking and regulatory 
action around DCTs. In addition to the US, Singapore and Denmark now have clear guidance  
in place and we expect the EMEA to follow shortly. 

The pandemic also drove renewed attention to the lack of clinical trial diversity. This was a 
primary motivator for the Clinical Treatment Act, a top advocacy priority of the American  
Society for Clinical Oncology (ASCO) that became law in late 2020.viii For the first time,  
Medicaid was required to cover clinical care costs such as blood draws and doctor visits for 
patients in trials—whether on-site or in their homes. 

While the law has limitations, it opens the door to more equitable participation in clinical 
research for roughly 76 million individuals on Medicaid,ix or about 23% of the US population.  
It sets the stage for more significant legislative action: The DIVERSE Trials Act. The momentum 
raises hopes that trial data going forward will better reflect America’s genomic diversity and 
disease demographics. Each part of this task becomes easier in a hybrid decentralized context 
that is flexible with respect to study subjects’ life circumstances. 

Learning which hybrid DCT models work best?
Under current US legal frameworks, no one is keeping track of which decentralized components 
or protocol combinations in thousands of trials conducted during the pandemic deliver optimal 
results for cancer patients and investigators. 

Last year, the US Food and Drug Administration (FDA) took action. Its Oncology Center of 
Excellence requested that sponsors of cancer trials begin flagging data sets gathered outside 
of trial sites as “remote” so regulators can learn which decentralized approaches were most 
effective in oncology. Among potential benefits, the authors noted “reduced patient and 
sponsor burden and increased accrual and retention of a more diverse trial population.” 

In December 2021, the FDA followed up with draft guidance on the use digital health technology 
for remote patient monitoring in trials. In discussing many of the benefits new technology can 
bring, authors offered counsel on potential clinical and privacy-related risks. 

At the most basic level, they wrote, informed consent should explain the type of information 
health technology will collect in a trial and how it will be used. Subjects must understand how  
to respond to abnormal symptoms the new tools detect. And they need to know who will be 
able to access data collected in the investigation, over what time frame, and what measures  
will ensure their privacy. 
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Dynamic Assembly™

Rapid adoption of consumer devices to monitor exercise, heart rate and sleep, etc., along with the widening  
use of home COVID-19 tests, has fundamentally changed consumer healthcare expectations. As a lifecycle 
development partner to many product innovators, Syneos Health believes the ideal DCT approach to technology 
must be sensitive to rapidly-evolving consumer preferences while maintaining the rigor needed for regulatory-grade 
research.

In configuring digital components of each trial, our goal is to remain nimble, flexible and heterogenous. In some 
cases—especially for the patient and site recruitment phase of a hybrid DCT—we can best serve the client’s  
needs with customized solutions from StudyKIK, a Syneos Health company. In other instances we curate an open, 
flexible architecture built with the best, most aligned data and technology partners, an approach we call Dynamic 
Assembly. This lets us address the nuances of each customer, trial protocol and product launch quickly, ensuring 
effective delivery.

Trusted  
Process™

Dynamic
Assembly
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Managing the  
balance of emerging 
technology and 
trusted clinical 
processes is the  
core capability  
of Syneos Health.
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Conclusion

Decentralized clinical trials are evolving rapidly and the terminology itself is straining to match the pace of change. 

For example, digital health technology, including a plethora of consumer health gadgets, has enabled research 
teams to gather vast troves of information about trial subjects in real-world settings, where they live and work. This 
greatly increases patient comfort and convenience and opens up research opportunities to diverse communities 
who struggled to participate in the past. 

But even as the lived experience in an oncology trial is more decentralized, the role of the central site in study 
follow-up is undiminished. Centralized monitoring has also gained importance in risk-based data management and 
in ensuring the quality and consistency of data harvested in diverse consumer settings. The push-and-pull of central 
and dispersed control, execution and skill is a reality of 21st century research.

These are just a few indicators of rapid transformation across our industry. Managing the balance of emerging 
technology and trusted clinical processes is the core capability of Syneos Health. It requires a holistic view that 
begins with an understanding of patient needs in diverse social contexts and extends across the full product 
development lifecycle. 
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