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Introduction

Reporting on the long-term safety of patients who receive cell 
and gene therapies remains vitally important to regulators, as 
demonstrated by recent U.S. Food and Drug Administration 
(FDA) guidance in this area. Similarly, the need to follow up with 
patients across a range of therapy areas including oncology, rare 
diseases and chronic conditions to understand long-term survival, 
safety, quality of life and other parameters is essential, but poses 
challenges for investigators, sites, patients and sponsors. 

As an example, it is common to follow patients in oncology trials 
for two to five years posttreatment to measure endpoints such as 
progression-free survival and overall survival. Additionally, with 
cell and gene therapies becoming more prevalent, the United 
States mandates a follow-up period of up to 15 years for patients 
who have received these treatments, and the European Union 
mandates continued follow-up for the remainder of patients’ 
lives. Furthermore, regulators emphasize that sponsors should 
work to retain patients during that period. The FDA recommends 
that sponsors “make every effort to prevent patient loss to 
follow-up to the extent feasible for completion of long-term 
follow-up (LTFU) observations.”1

Here we present a number of practical suggestions for minimizing 
the burden of LTFU on all stakeholders. Ideally, sponsors will be 
able to take a cost-effective approach while considering all of 
the regulatory, safety and operational elements and ensuring 
appropriate data quality. 

Practical Solutions
Sponsors will be able  

to take a cost-effective 
approach while 

considering all of the 
regulatory, safety and 

operational elements and 
ensuring the appropriate 

data quality.

1  Long Term Follow-up After Administration of Human Gene Therapy Products: Guidance for Industry. U.S. Food and Drug Administration. January 2020. Accessed 
April 30, 2021. https://www.fda.gov/regulatory-information/search-fda-guidance-documents/long-term-follow-after-administration-human-gene-therapy-products

Traditional Approaches Are Burdensome

LTFU studies are often intended to track overall survival and 
disease progression. In cell and gene therapy studies, the 
emphasis is on safety and detection of any potential delayed 
adverse events.

Typically, sponsors contact trial sites 
periodically (perhaps once or twice a year) for 
a status report on individual patients. The 
information is gathered and collated, and if 
the trial database is locked, a short summary 
of the information at various points in time is 
prepared. If the study database remains open, 
the updates are entered into the database. 
The process, simple as it may sound, is 
actually quite onerous for several reasons:

• It is a drain on site resources. The
most prominent sites conduct dozens
of studies on advanced therapies a year,
and the number of patients that must be
followed can climb rapidly. When
allocating their resources, investigators
tend to prioritize active studies, so
compliance can suffer

• Sponsors’ budgets for follow-up
studies are limited. Active trials consume
the lion’s share of sponsors’ development
budgets. Usually, sponsors allocate only
a fraction of the budget of pivotal trials
to real-world studies, and even then, the
budget is frequently carved out of other
research budgets

• Patients can be difficult to track.
While pivotal studies are often conducted
at academic and specialist centers
(especially for cell and gene therapies),
patients usually return to their communities
to be managed by their local healthcare
professional after the study’s active phase.
Rarely are they still seen by the study
investigator, and patients generally are
unwilling to return to the trial site for
follow-up if there is any distance involved.
Thus, tracking patient progress involves
contacting any number of physicians
across the country

• Patients can be emotionally unreceptive.
Patients who have had a response to
treatment may want to “move on” and put
their disease behind them, so they may not
welcome any reminders of their diagnosis.
Or, they could be at the end of life and not
able or willing to participate further

• Patients can be lost to follow-up. When
patients do not respond to outreach efforts
to gather their information, they are
considered lost to follow-up after a
designated period. At that point, special
agencies can be hired to track them down
and report on their status, but this is a
costly and time-consuming exercise
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Centralized Safety Oversight

One solution to relieve the burden on sites is to work through 
a “megasite” or international coordinating center—a facility 
responsible for centralized medical oversight and follow-up with 
patients, regardless of how many sites were involved in the 
pivotal trial. 

Of course, this approach is particularly 
easy to adopt with follow-up for cell and 
gene therapy trials, as specialist centers are 
already running these trials, making follow-up 
activities an extension of their earlier work. 

The megasite contacts the community 
doctors to whom patients have returned for 
their care—or contacts patients directly—to 
collect information on the patients’ medical 
status. This can be accomplished quite simply 
through a short questionnaire presented 
on an electronic platform or via an app, for 
example. A centralized approach can ensure 
that safety signals are easily aggregated and 
flagged from the multiple sources of potential 
safety reporting in a decentralized construct. 

In situations where the numbers of long-term 
follow-up patients can be very high (e.g., 
a cardiovascular outcomes study), remote 
contact with patients can be maintained 
through a call center approach, with any clinical 
follow-up required being passed through to a 
clinical team from the megasite.

Keys to Success

From our experience in using megasites to 
manage follow-up efforts, we can offer the 
following suggestions to ensure a smooth  
and efficient process:

• Initiate early engagement with sites,
patient advocacy groups and regulatory
authorities to confirm the acceptability
of a centralized follow-up process and
avoid any issues or delays. In the United
Kingdom, for example, this would be done
through a “Type A” clinical trial notification

• When data will be collected from sources
other than patient visits to clinical trial
sites, clearly explain the protocol’s data
collection process

• Seek patients’ informed consent to
participate in the LTFU study and have
them sign a medical release during their
participation in the initial clinical trial
prior to entry into the LTFU

• Ensure that you have an appropriate
system of data capture and control, which
will be essential for regulatory approval
of the evidence collected during the
follow-up study

• Ensure that data ownership is
clearly outlined

Given the importance of minimizing patient attrition in long-term survival studies and the 
difficulties posed by traditional data collection methods, the process is ripe for an overhaul. 
By applying new pragmatic approaches, considering the patient perspective and making  
full use of the latest technologies, it is possible to better engage patients and reduce the 
resources required. 

Rethinking the Follow-Up Paradigm

Patient data lost to follow-up can:

and
Impact 
trial 
findings

Jeopardize a company’s  
compliance with regulatory  
expectations on safety

21
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Engaging Sites

The challenge of enlisting investigators’ ongoing help becomes 
less of an issue by implementing the megasite model and 
compressing the data collection process to designated periods 
as described.

Compressing Data Collection Periods

Traditionally, sponsors have collected data on patients in  
LTFU studies in an unstructured way as patients complete 
scheduled visits. There is, however, no requirement that data 
be collected in real time, in this way. 

Investigators are generally receptive to having 
the burden of this more administrative clinical 
work removed, as it allows them to concentrate 
their resources on more high-value research 
activity. Nevertheless, they remain informed 
on the overall progress of the LTFU component 
of the studies in which they participated. 

Even so, investigators may express concern 
over patient safety and their general loss 
of responsibility for patients with whom 
they’ve likely built a strong relationship. 
It is, therefore, important to ensure that 
stakeholders are given a detailed road map 
to outline how patients will be monitored in 
the decentralized approach and explain the 
safeguards in place to control patient safety, 
including telemedicine options.

Keys to Success

• Build an appealing and compelling core 
story for the LTFU study, stressing the 
value proposition for patients and the 
momentum achieved in the original study

• Develop a communications package 
aimed at existing investigators/treating 
physicians in the pivotal trials, explaining 
the importance of minimizing patient 
dropout for a successful transition

• Consider developing training materials for 
treating physicians to help them guide 
patients and capture data in the most 
robust manner

• Employ technology to reduce the burden 
where sites or healthcare professionals 
may be involved in sending routine 
follow-up information to a megasite. For 
example, using systems that allow patient 
EHRs to feed directly into the trial’s 
Electronic Data Capture (EDC) system, 
reduces the burden of transcribing data. 
This is a developing technology solution 
but is bound to become increasingly 
relevant in the next 1 to 5 years, with 
deployment already underway in the U.S.

It is far more efficient to have the megasite 
collect and enter data from all treating 
physicians (or patients) at selected points in 
time. For example, the megasite could ask all 
local treating hospitals for patient data during 
the month of March. The data would then 
be processed all at once, which has several 
advantages. It streamlines data monitoring; 
monitors can visit the megasite once the 
majority of data for a given period has been 
collected, rather than visiting every month 
to review only a portion of the data. It also 
means that sponsors can complete an interim 
analysis with data on all patients, making it 
easier to plan census points and analyses, 
meet reporting requirements and implement 
medical communication activities. Such 
efficiency in monitoring and analysis delivers 
significant savings in operational cost. 

Keys to Success

• Build a project management model
that is streamlined and reflective of
concentrated activity points within
a long-term study design

• Consider opportunities for using
direct-entry, e-source documentation
to avoid duplicating data across media
and platforms

• Aim to adapt the protocol to be more
“observational,” enabling the collection
of data from Electronic Medical Records
(EMRs) and Electronic Health Records
(EHRs) to reduce the burden of entering
data into Case Report Forms (CRFs)

It is far more efficient to 
have the megasite collect 
and enter data from all 
treating physicians (or 
patients) at selected 
points in time. 
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Engaging Patients

Patients may not automatically understand the need for 
long-term follow-up after a clinical trial.

The factors motivating patients may differ from person to person. Their interests will include 
information on their own study participation, feedback on the study drug’s progress, information 
on the disease and features on treating physicians and researchers. Ensuring their ongoing 
engagement over the life of a long-term study requires careful messaging, providing a return for 
their investment and offering periodic reminders of the value of their continued participation.

Keys to Success

• Understand what will motivate patients/
caregivers to participate. Consulting
patient advocacy groups and the use
of patient advisory boards can be very
illuminating. A best practice approach
is to meet with patient advisory board
members one-on-one initially so that
they can share their patient journey
before convening the board as a group.
Because there will likely be a variety of
motivators, it is helpful to ask members
to rank their suggestions for which
aspects of participation would be most
valuable to them. Sponsors can then
apply a numerical selection process
to concentrate on the highest-ranked
suggestions. The advisory group should
be reconvened periodically over the
study period to fine-tune the approach to
prevent patient attrition in the study

• Develop a patient/caregiver support
toolkit (via an appropriate technology)
for patients enrolled in the LFTU study
explaining the privacy protections in
place, what will be expected of them
and emphasizes the importance of
continued participation

• Reward patients/caregivers for their
participation in small but meaningful
ways. Note: Any gift items must, for
compliance reasons, be related to the
study itself or of no material value,

such as achievement “badges.” These 
simple ways of helping patients measure 
progress or mark milestones should not 
be dismissed as inconsequential; many 
patients appreciate them

• Find the right balance in terms of contact
frequency so that patients aren’t pestered
but receive information as needed to
coincide with their patient journey

• Take advantage of patient-friendly
digital platforms (portals, websites and
applications) to collect data on patient
status and to distribute information.
Unfortunately, due to the need to monitor
exchanges between patients for mentions
of adverse events, it is not advisable to
create patient forums through which
study patients can communicate with one
another. Also, remember that some of the
most popular, easy-to-use applications
require careful content planning
and programming. This concept of
decentralized support for study delivery
is gaining adoption with regulators
as they recognize the patient and site
benefits that these bring and, therefore,
ultimately contribute to data quality.
(Regulatory opinions on the matter have
also been positively influenced by the role
decentralization has played in delivering
important data in the COVID-19 public
health environment.)

We recommend that sponsors: 

• Be proactive in developing a patient-
retention strategy. Don’t wait for
retention to become an issue before
addressing it. It is more cost-effective
to create and implement a patient-
retention program at the outset of an
LTFU study than it is to rescue one that
has experienced higher-than-acceptable
rates of attrition

• Involve those with responsibility for the
patient perspective in planning LTFU
studies. This would naturally include
Medical Affairs, the Patient Advocacy team,
and Chief Patient Officer if such a position
exists. These functions should be called
upon to either lead or support the effort

• Fund the LTFU study properly from the
outset based on a plan and cost estimates
from experts. This can be easier to “sell”
internally if the goal is not merely to meet
a regulatory requirement but to gather
meaningful information on the durability of
response that can be used in efficacy claims

• Make full use of technology to streamline
data collection and stay connected
with patients

• Be open to an innovative study structure
that uses megasites to collect patient data
at regular intervals

Recommendations for Sponsors of LTFU Trials

Broadly, sponsors can avoid or overcome many of the difficulties 
of following patients in the long term by understanding the 
challenges they’ll face and preparing appropriately. 

Patient data lost to 
follow-up can impact 
trial findings.
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A Platform Approach to Long-Term 
Follow-Up Studies

End-to-End LTFU Platform
Integrated via the Trusted ProcessTM

Data 
Management

RWLP
Operating Model

Patient Engagement 
Strategy

Safety
Management

Data Collection
(Clinical, Patient, RWE)

Common Standards Site Strategy Regulatory

Platform Principles Platform Architecture Value Drivers

Adaptive
Protocol Design

Modular by Design

Pre-built,
Pre-integrated and

Pre-loaded Tools

Plug and Play
Deployment

Adaptable to 
Evidentiary Needs

Significant Cost 
and Operations 

Synergies

Fully Integrated

Reduced Burden to
Patients and Sites

Scalable and
Rapid Deployment

Move to a 
structure of 
centralized 

oversight in order 
to minimize the 
burden on sites 

of routine clinical 
assessments and 

data collection

Decentralize 
activities to take 
the study to the 
patient rather 

than the patient 
to the study  

Compress  
data collection 
time periods

Deploy the  
right tools and 
technology to 

ensure that sites 
and patients 

remain engaged

Have a platform 
approach 

through which 
multiple LTFU 
studies exist  
to maximize 

operational and 
cost efficiencies

Conclusion

With proper planning and resources, sponsors can adopt effective 
strategies for retaining patients in long-term follow-up studies. 
Choosing to do so from the outset is the more cost-effective approach. 

Innovative solutions in the delivery of LTFU studies are to:

A Platform Approach to Long-Term 
Follow-Up Studies

Finally, although these considerations are all 
relevant for an individual LTFU study, it is 
clear that significant cost and operational 
efficiencies can be generated when multiple 
LTFU studies are delivered within a common 

platform. For example, an oncology asset 
may be investigated in several tumor types 
within separate studies, but it is possible to 
group all patients into a basket protocol  
for LTFU. 

Syneos Health has developed a proprietary platform approach 
to operationalize LTFU that provides cost and operational 
efficiencies, increases patient retention and enables integrated 
data insights. This approach allows us:

Forward-Thinking Planning

• Volume of studies translates to
greatest time and cost efficiencies

• Proactive planning of the foundational
modules used most often

• Data aggregation and
dissemination standards

Patient Centricity

• Thoughtful decentralization for
improved patient experience and
reduced study burden

• Increased opportunity for patient diversity

• Increased efficiency of data collection

Infrastructure and Resource Efficiencies

• Dedicated resource deployment for
operational execution

• Established asset-specific home
health hubs

• Established asset-specific megasite
centers of excellence

Standardization

• Pre-built/integrated modules for reduced
start-up and cycle time; e.g., libraries for
quick deployment of common electronic
Patient-Reported Outcomes (ePRO)/
electronic Clinical Outcomes
Assessments (eCOA)

• Master LTFU protocol(s) and plans

• Master LTFU platform process and
Standard Operating Procedures (SOPs)
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