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Operationalising Decentralised Clinical Trials (DCTs) –  
The Challenges and Change Management Approaches, Considering Trial 
Designs and Timelines with Decentralisation Methods at the Forefront

While components of fully decentralised clinical trials 
(full DCT) and hybrid decentralised clinical trials (hybrid 
DCT) existed prior to the COVID-19 pandemic, the ongoing 
public health crisis accelerated the demand for DCT-based 
approaches. During COVID-19, the pharmaceutical industry 
was focused on managing participant safety and ensuring 
data integrity for COVID-19 vaccine trials and other ongoing 
traditional trials, many of which were put on hold due to the 
inability of participants to travel to sites in the traditional trial 
model. These traditional trials were salvaged by amending 
them while implementing trial-related activities remotely 
following DCT principles. Nonetheless, many sponsors 
are still experiencing challenges with communication 
technologies, digital health technology tools, and operational 
processes used in DCTs as they retrofit ongoing traditional 
trials or set up new DCTs. 

 The issue is that industry in many instances is still approaching 
trials in the same way as practiced for the past twenty years with 
the expectation that the new communication technologies, digital 
health technology tools, and operational processes will fit into the 
same mould and follow the same timelines as a traditional trial with 
in-person visits to traditional sites. For instance, some sponsors 
utilise certain remote participant assessment instruments supported 
by technology such as electronic Patient Reported Outcomes (ePROs) 
as an add-on instead of building it into the initial protocol design as 
part of the trial strategy and data architecture. DCT components, such 
as digital health technologies (i.e., wearable devices), communication 
technologies (i.e., telehealth visits via videoconference) and/ or in-
home clinical services (i.e., home health nursing services), are not 
being added until the later stages of protocol development thereby 
creating challenges to operationalising the final protocol and 
impacting overall feasibility.  By not having a cohesive DCT strategy 
that considers the wider perspective of trial endpoints, participant 
journey, data architecture that is fit-for-purpose, and regulatory 
requirements across multiple jurisdictions, trial inefficiencies 
will continue occurring such as trial delays due to enrolment and 
retention issues and inefficient use of DCT components. Persistent 
inefficiencies may be observed at the participant, research site staff 
and sponsor level unless changes occur to adopt DCT principles as 
customised solutions.  

 
For our industry to transform to DCTs there is a need for new 

methodologies that incorporate protocol development, enable the 
customisation of individual trials and an acknowledgement that over 
time traditional trial activities, framework and roles will be changed 
or replaced.  

How do we change our current approach while we await the 
industry, regulations and technology to align? 

To move forward, we must look beyond the past and current 
efforts to pandemic proof trials and focus on truly designing and 
implementing DCTs.  A few approaches that we can take include: 
1) re-assessing in-flight/ new trials to add fit-for-purpose DCT 

components; 2) evaluate trials in early development (pre-protocol) 
or in pipeline through DCT principles and perspectives; and, 3) 
restructuring the current modus operandi to transform clinical 
development, enabling a more swift transition to approaching 
modern trial designs. To accomplish this, change management will 
be required not only for the industry but especially also to personnel 
in research sites (i.e., investigators and trial staff). 

The research participant may have never known about clinical 
trials before, so for them the change from traditional trials with in-
person site visits to DCTs that may involve telehealth visits may not 
be equally revolutionary, as it would be for personnel in research sites 
and overall for trial teams. There needs to be an understanding that 
when introducing DCT components as contingency measures rather 
than mandatory/built in by-design, this will not necessarily reflect 
the actual potential and value of decentralisation of a trial.  If neither 
personnel at research sites nor participants are obliged through 
circumstance to utilise the DCT components, such as we witnessed 
during the COVID-19 pandemic, then site personnel will fall back to 
their default ways of working. Much like neurons that wire together, 
fire together. Changing site personnel behaviour and habits will take 
time and is not to be underestimated. Although we are designing the 
DCTs with the safety and convenience of the participants first in 
mind, site personnel are the catalyst to a successful DCT deployment 
and they need to be part of the journey. To fulfil the promise of 
DCTs, we need to build trust with personnel at the research sites, 
which, in turn, will increase participant engagement and successful 
deployment of DCT components.   

If we look at current trials in-flight (retrofitting DCT components) 
or in early start-up, due diligence is needed to assess the feasibility of 
conducting participant-centric trials, and appreciation that DCTs may 
or may not be the most suitable solution. For example, the trial team 
may want to add eConsent to a trial, however, if this is the only DCT 
component added, you need to query will this justify the additional 
cost, effort and operational complexities for all stakeholders? Will this 
one DCT component bring value to a participant that will still need 
to travel to a research site for a screening visit, where Consent could 
be easily collected in-person? Does the additional technology the site 
personnel need to train and utilise reduce or increase their burden? 
Can the additional study costs, efforts, and operational complexities to 
deploy this one component be justified? Probably not. Another example 
we have seen is adding multiple apps and digital platforms to a trial 
for participants (and for site personnel and trial teams) to use, e.g. one 
with eConsent and the other one with an electronic clinical outcome 
assessment (eCOA). This is not a participant-centric approach and 
neither reducing the burden for site personnel or participant. Multiple 
technologies and login requirements may risk the opposite of the 
promise of DCT strategies and customised solutions.  If a participant 
is required to use multiple digital platforms and wearable devices (i.e., 
use of multiple digital interfaces), especially with no Single Sign-On 
in place, we increase the participant burden, risk reducing participant 
recruitment and retention, and risk data entry compliance among 
many other aspects that translate into trial inefficiencies.

While we wait patiently for the industry, regulations, and 
technology to align, we need to recognise that this will not be a sprint 
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but a marathon. However, we also need to continue to drive adoption 
of DCTs and keep reassessing if the strategies we implement truly 
bring value and reduce burden to all stakeholders (participants, 
investigators, site personnel, clinical operations teams, etc). This is 
where trials in early-development (pre-protocol) or in pipeline are 
a better fit to for decentralisation approaches than in-flight trials. 
While almost all clinical trials can adopt a hybrid DCT approach, in 
evaluating the best method – whether traditional, hybrid DCT, or full 
DCT – sponsors should follow five considerations outlined below 
to increase the probability of trial success. These considerations 
should be evaluated during early protocol development. The earlier 
the operational model considerations take place; the stronger the 
foundation is set for a successful implementation of a DCT. 

Choosing the study design
The study design should consider the full participant journey from 
pre-screening to trial completion with the goal of reducing the 
participant burden, while collecting the data necessary to adequately 
assess the safety and efficacy of an investigational medical product. 

The trial design should inform which DCT components will 
produce the required data while considering the appropriate target 
population. For example, an interventional trial that has a high 
touchpoint and that involves specialised surgical procedures for 
participants, such as a neurology trial, may be suited for a hybrid 
DCT approach (some visits conducted away from the research 
site investigator), but may be less likely to transition to a full DCT 
approach. In contrast, non-interventional studies or low touchpoint 
interventional trials may be better suited to a full DCT programme. 

As part of the trial design, the data architecture needs consideration 
as well: the data flow, collection, storage and transfer all need to be 
considered. 

Deciding endpoints and clinical assessments
Sponsors will need to consider how endpoints, as well as clinical 
assessments will be measured, collected and confirmed. Will they 
be collected digitally (wearable devices, ePROs, etc.)? Can they be 
recorded or observed via telehealth (rash, fever, etc.)? Can they be 
collected via home-health visits by specialised medical personnel 
(blood pressure, blood draw, etc)? Finally, which technology 
solutions are accepted and authorised by regional and local 
regulatory authorities, and will that data be accepted by regulatory 
authorities? 

When selecting technology to support the trial design, help-desk 
support needs to be included by default to guide participants, site 
personnel and trial teams in case of technical queries, being cognizant 
that not all end-users are not experts in wearable devices, digital 
platforms, or applications that may be deployed. Considerations for 
language translations, as well as potential bandwidth constraints, 
should be also understood.

Since more data is being collected using digital health technologies, 
telehealth, and mobile health applications, remote monitoring 
becomes more relevant as there is access to data in real-time or more 
frequently as specified by DCT protocols.  Data monitoring becomes 
data science, and your clinical team needs to transform its operations 
to adjust to new dataflows.

Considering the investigational medical product
If a new drug that is being evaluated in a trial has a well-characterised 
safety and toxicity profile, then it could lend itself to a DCT approach. 
On the other hand, if there are concerns about the toxicity of the 
drug, a hybrid DCT approach may be a better strategy. In this case, 
a sponsor may choose to have the first dose administered in the 
clinic, allowing the participant to get accustomed to the drug and the 
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physician to observe the participant post-dose for potential adverse 
reactions. Follow-up dosing appointments may be completed at home 
under the supervision of a nurse or other healthcare professional. 

Additional considerations include whether the drug evaluated 
in a trial is easy to self-administer which could include in home 
administration by home nurses or an existing, trained caregiver. 
This solution can be augmented by developing eLearning self-
administration videos which also direct the participant and 
caregiver to follow special storage requirements and return unused 
experimental medical products.  

Regardless of the trial’s design (whether hybrid DCT or full DCT) 
it is important to consider the logistics of clinical and non-clinical 
supplies directly shipped to the participant (Direct-To-Patient) 
without posing a burden or inconvenience and while in compliance 
with laws and regulations across multiple jurisdictions.

Determining specific participant population needs 
Sponsors will want to consider the particular participant population 
enrolled in the trial. For example, in a rare disease trial, the participant 
population may require family, guardians or other caregivers to help 
them travel to a site. This would also apply for protocols targeting 
paediatric or elderly populations. Therefore, it is advisable to 
review what can be done to make it easier for the participant to 
remain engaged. One solution is to provide concierge services, 
and transportation services for participants with hindered mobility 
or for participants in remote geographic locations. In addition, 
incorporating digital health technology solutions (e.g., wearable 
devices), communication technologies (e.g., cell phone apps), or in-
home services by medical professionals (e.g., home health nurse 
services) can further alleviate participant burden.

Understanding jurisdictional laws and regulations
When deploying a hybrid DCT or a full DCT approach, sponsors will 
also need to consider the fact that certain operational solutions may 
work in some but not all jurisdictions within a country or between 
countries involved in a particular DCT. Therefore, sponsors will need 
an understanding of the local and regional laws and regulations, 
where deploying specific DCT operational solutions, such as 
eConsent, make the most sense, and how quickly they can be engaged 
across multiple jurisdictions and in different countries.

In conclusion, DCT solutions are not categorised as a one-size fits all 
trial designs. It is vital to understand the needs of the targeted participant 
population and gain the trust of the research site investigators and site 
personnel to ensure adherence to protocol operational procedures and 
utilisation of the chosen DCT components.  For change management 

to occur beyond one protocol and for decentralisation approaches 
to become a mainstream in clinical research, these considerations 
among others should become part of our industry’s clinical operations 
processes.


