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FROM THE CHAIRMAN

CRO AND SPONSOR RELATIONSHIPS

I

n this issue, Applied Clinical Trials revisits a timeless industry topic; how to have successful relationships with your

outsourced contract research organization (CRO). With many current disruptors coming to the clinical trials industry
including decentralized trials, mergers and acquisitions among service providers, COVID-19, and increased protocol
complexity, ensuring that you and your CRO are on the same page is a management essential.
Another factor coming to the table is the increase in smaller biopharma companies, which are increasingly choosing to develop their own assets through to commercialization. This means that these companies need to bring in the necessary expertise
or to outsource to a CRO. This may be stressful for a smaller company, entrusting their company's livelihood to an external
entity, but taking advantage of experience and specialization might be exactly what is needed.
No matter what the size of the biopharma, small or large, the essence of the relationship with the CRO is built on trust.
Without trust on both sides, the development, operation, and oversight of the trial or program can become fraught with miscommunication, inefficiencies, and duplicative efforts. Aligning on goals for both sides early, and communicating often with
transparency, is one key to building trust for both sides.
In this issue, the main feature article dives into why the current spate of M&As among clinical research service providers
is growing and how it's affecting overall business relationships. Another feature outlines how technology providers can help
CROs grow and improve their own services to help pharma clients. And another contribution focuses on exactly what those
smaller biopharmas should be looking for in their search for the right CRO. The outsourced clinical trial is a phenomenon that
has grown exponentially over the past 30 years. According to market research firm Markets and Markets, the CRO services
market is projected to reach $86.5 billion by 2026 from $53.2 billion in 2021, at a CAGR of 10.7% during the forecast period,
representing between 72% to 80% of all clinical trials worldwide. As always, Applied Clinical Trials will keep you updated on all
you need to know about this robust industry. Thank you for reading.
Mike Hennessy, Sr
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FROM THE EDITOR

FROM THE EDITOR

Could Technology
Supplant CROs?

Lisa Henderson
Editor-in-Chief

I

The human touch will
always be needed
in clinical trials, and
CROs will still have an
important role to play

n this month’s main feature, “The Post-Pandemic
CRO Landscape,” our contributor casually introduced this possibility. Could advances in technology across the clinical trials board correlate to a
decreased use of CROs and a move to bring clinical
trials operations back in-house to the sponsor?
Prior to the pandemic, I traveled to numerous
conferences where sponsor speakers shared experiences of bringing their trials back in-house. Usually
they were on a smaller scale–a pilot of sorts–but still
interesting. In an interview for the main feature,
Peter Benton, President and Co-CEO of Worldwide
Clinical Trials, noted: “In some cases, larger sponsors are taking their CRO services in house, bringing on their own tech stack, labs, and employees. It
will be interesting to see how this strategy will serve
them over the long term.”
For as long as CROs have been around, technology has been a competitive differentiator. Consider
Parexel’s early (2005) purchase of Perceptive Informatics. The CRO wanted to capitalize on the
technology firm’s portfolio including cutting-edge
clinical solutions at the time—web-based portal
solutions, tracking tools, IVRS, CTMS, electronic
diary and investigator database solutions, as well as
medical diagnostics services.
In this issue, three CROs discuss their use of Veeva Systems’ solutions to increase their capabili-
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ties for agile study design and artificial intelligence to execute trials for their clients.
Similarly, Oracle reports in the main feature
more CROs looking to the company to design
agile systems to address their clients’ needs.
Sponsors, too, could take advantage of the
plethora of agile solutions, but is that a reality? Benton believes that clinical trials are a
quintessentially human endeavor, and technology a tool. “The human touch will always be
needed in clinical trials, and CROs will still
have an important role to play in providing
strategic guidance, analysis, confirmation—all
things that technology can support but cannot
entirely replace. CROs that embrace the new
technology and innovation will lead the industry rather than being left to fear the outcomes
of change.”
With almost 80% of clinical trials in the
hands of a CRO, it would be a revolution of
sorts if all went back in-house. Benton points to
the sponsors’ ultimate responsibility for regulatory risk of bringing new pharmaceutical offerings to market. “Bringing the CRO activities
in-house, however, means that the organization isn’t just responsible for the regulatory
outcomes, they would newly assume the operational risks as well.” A point well taken.
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WASHINGTON REPORT

BIOSIMILARS MOVE
TO CENTER STAGE

Jill Wechsler
Washington
Correspondent

6

The Holy Grail for expanding access to less costly
biotech therapies has been FDA approval of interchangeable biosimilars that do not require a
physician to prescribe the alternative treatment.
The development and utilization of biosimilars
has been slow and disappointing since Congress
enacted the Biologics Price Competition and Innovation Act (BPCIA) in 2010 authorizing follow-on
products in this area. FDA has approved only 30
biosimilars since then, with just 20 on the market
through 2020. But in late July FDA authorized
the first interchangeable biosimilar for the US
market, raising hopes for more affordable biotech
treatments to come. It was no surprise that the first
interchangeable is for an insulin therapy, predicted
to reduce costs for some of the nation’s 34 million
diabetics and setting the stage for what analysts
expect to be a surge in the development of interchangeable products.
Despite FDA assurances that biosimilars are
as safe and effective as innovator therapies, prescribers have been slow to switch patients to these
alternatives, especially where brand manufacturers warn of adverse reactions to products undergoing an abbreviated testing process. Extensive
patent protections and complex legal issues have
enabled innovators to delay new competition,
as has the need for a physician to prescribe the
follow-on product.
Now all eyes are watching closely to see how
well an interchangeable product competes with a
well-established brand. FDA approved Semglee
July 28, 2021, made by Viatris and Biocon Biologics (formerly Mylan), as interchangeable with
Sanofi’s Lantus, a long-acting insulin analog. FDA
Acting Commissioner Janet Woodcock praised the
action as “momentous,” emphasizing the agency’s
support for a competitive marketplace for biological products and for increasing patient access to
“safe, effective and high-quality medications at
potentially lower cost.”
FDA also emphasized its rigorous testing and
analytical process for documenting that a biosimilar has “no clinically meaningful differences” with its reference product and that there
are no additional risks for a patient switching to
an interchangeable treatment. The key to expeditiously developing less costly biosimilars is the
ability of manufacturers to conduct analytical
studies to confirm the structural and functional
similarity of a proposed biosimilar to a reference

September 2021 • Applied Clinical Trials
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product. Biosimilar manufacturers do not need
to conduct many expensive and lengthy clinical
trials to establish similarity, FDA explains, but
may rely more on extensive structural and functional comparisons. To document interchangeability, however, the manufacturer has to conduct switching studies to demonstrate that there
are no added safety risks or decreased efficacy
for an individual moving between the reference
product and biosimilar.
At the same time, FDA and other regulatory
authorities recognize that large-molecule biologics are not identical copies of a reference drug and
usually contain a mix of many slight variations
of a protein. Manufacturers thus need to submit
data showing similar variations compared to the
brand. Additional animal toxicology and clinical
pharmacology studies support the structural and
functional assessments, and manufacturers look
to control for the pattern and degree of variations
between different batches to ensure that safety and
effectiveness does not change.
Despite years of disappointment, recent progress has fueled predictions for significant growth in
biosimilars, even before FDA’s action on Semglee.
A report from IQVIA issued in October 2020
predicted an accelerated increase in biosimilar approvals and sales that will yield $100 billion in savings over five years. As biotech therapies account
for a larger portion of the prescription drug market, the analysts expect an increase in biosimilar
development programs and greater uptake of these
competitive products by prescribers and patients.
Similarly, a new analysis by Amgen on the
current state of the US biosimilar marketplace
predicts significant growth as more biosimilars
launch at deep discounts and capture larger market share. In addition to financial savings, the analysts believe that payers and providers will support
biosimilar uptake, as confidence grows in manufacturers’ ability to produce high-quality products
and ensure reliable supply.
Additional action on Capitol Hill may advance
biosimilar use, such as legislation approved earlier
this year by the Senate that increases public access
to information on biosimilar and interchangeable products to help address patient concerns.
Even more important for biosimilar makers is
to enact measures that enhance Medicare reimbursement for follow-on products by revising the
payment formula for biosimilars under Part B
and requiring favorable formulary placement by
Part D drug plans.
appliedclinicaltrialsonline.com
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EU REPORT

RHETORIC AND REALISM
COLLIDING ON EU DISCUSSIONS
OF DRUG REPURPOSING

Repurposing of medicines is back on the EU
agenda, with the COVID-19 pandemic providing
a boost to the long-running arguments for identifying new uses for approved or investigational
products outside the scope of their original medical indication. The issue was given new prominence during the summer by Slovenia, the country
holding the presidency of the EU health council
until the end of 2021. The Slovenian health minister brought together regulators and health officials
from across Europe for something of a première
in terms of EU discussions on the topic. And it
supported the play with a lengthy reflection paper
developed in concert with the World Health Organization, ambitiously entitled ‘Repurposing of
medicines in oncology–the underrated champion
of sustainable innovation.’ The aim was to give
sharper focus and new impetus for a more general
discussion of repurposing that has been underway
among EU health officials for several years now,
without reaching any clear conclusions.
The Slovenian starting point is that new technology and new approaches can revolutionize
what has been seen traditionally as a predominantly non-commercial and even artisanal approach to drug development. It stresses in its
background paper that repurposing previously
has moved on from its earlier reliance on an ad
hoc discovery process, and can now build on
organized, systematic, data-driven approaches
to identify suitable candidates, facilitated by the
use of big data and artificial intelligence. The
focus is on cancer, but the overall argument is
that repurposing can deliver innovation in terms
of new treatments that resolve unaddressed
health needs, and often in shorter timeframes
than de novo development.
This chimes conveniently with the EU push
during 2021 for repurposing of treatments specifically to counter COVID-19, and also gains
strength from the widely-publicized success of the
RECOVERY trial in identifying valuable therapeutics for COVID-19 patients–notably dexamethasone. As the paper says, “The lack of effective therapies for the SARS-CoV-2 pathogen
highlighted the need to find treatments that can
be applied quickly to reduce mortality and morbidity. Repurposing was identified as one main
strategy to provide a fast and cost-efficient approach to this purpose.”
appliedclinicaltrialsonline.com
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But the argument relies too, on more familiar
arguments–that repurposing can offer lower costs
of development and lower risk of failure–as well
as pointing out that many products are already
commonly used off-label in cancer treatment,
particularly for patients who have no alternative
options. “Establishing rigorous scientific evidence
and repurposing the vast arsenal of existing approved medicines with established safety profiles
may be an attractive strategy to offer more effective treatment options to patients with cancer,”
says Slovenia.
The paper also assembles a range of specific
points in defense of its thesis, collectively amounting to an appeal for a radical review of the current business and regulatory models of drug development. Most of the arguments are linked to
easing conditions for the non-commercial activity
that still constitutes much of the repurposing
of off-patent medicines, particularly for cancer
treatment. Slovenia sees potential for addressing
areas that are not attractive for the pharmaceutical industry, such as rare cancers (which it
estimates as accounting for a fifth of new cases
in Europe). It depicts “traditional models of collecting clinical evidence” as sub-optimal for repurposing, “owing to the high costs involved and
the applicability of established pharmaceutical
development and testing paradigms,” notably for
combination therapies.
The paper perceives particular handicaps in
the persistent reliance on the good will of industrial partners. As it observes, only the marketing
authorization holder of a given medicine can
currently apply for an extension or variation of
its marketing authorization. Consequently, even
if non-commercial clinical trials conf irm the
efficacy of a repurposed drug, patient access to
these treatments depends on the willingness of a
pharmaceutical company to obtain authorization
for the new indication and to take responsibility
for its risk management–something that experience to date shows has not often been forthcoming. “Returns on investment for repurposed offpatent medicines are expected to be low or nil,
and pharmaceutical developers are rarely interested in pursuing repurposing opportunities, even
when clinical evidence is made readily available
by other stakeholders,” it remarks glumly. In addition, the existing EU legislation that might help
in promoting off-patent drug repurposing (such
as on data exclusivity or orphan designation)
“do not offer the usual level of incentives for the

Peter O’Donnell
Brussels
Correspondent
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EU REPORT

industry compared to alternative investments, and
they are underused.”
The paper also reflects a keen awareness of the
current debates in the EU–and elsewhere–over the
cost of medicines, liberally citing references from
official international organizations to the “exorbitant” price of cancer medicines or “market failure”
endangering patients’ access through “very high
and unsustainable price levels.”
In the best tradition of European problem statements, the Slovenian initiative also contains a
range of potential solutions, particularly aimed at
assisting non-commercial repurposing. They are
rather glibly listed as “reducing the risk of failure
by improving the selection of candidates, facilitating generation of clinical evidence, streamlining
regulated processes, amending restrictive legislation, improving collaboration and coordination
between stakeholders and ensuring adequate funding.” Unexceptionable ambitions–but requiring
rather more than enunciation to realize them.

Wide support can be assumed for the proposals
for early scientific advice and regulatory assistance
throughout the process to ease the generation of
evidence, and “exploring the potential for greater
reliance on real-world data, data networks, adaptive platform trials and innovative trial designs”
finds an echo in much current EU debate. The
concept of reducing fees for repurposing of financially unattractive medicines can be seen as consonant with the current approach of easing regulatory barriers for smaller firms or orphan products.
But simply citing “artificial intelligence and use of
big data” may be considered a little thin as a way of
improving selection of candidates. And most strikingly, perhaps, many in industry will bristle at the
suggestion of over-riding current rules that permit
marketing authorization holders as sole arbiters of
applications for authorization of new indications
for their products. This proposal is not, many will
say, the solution to “removing barriers for noncommercial champions.”

NICE CONSULTS ON ITS NEW
ASSESSMENT SCHEME

access will be even more important, as it encourages companies to launch their products first in
the UK market.” It will lead to “synergistic collaborations with health system partners across the
landscape and countries of the UK.”
“Being clear” will result, it emerges, in “a single,
modular, guidance development program manual
covering four health technology evaluation guidance programs (Diagnostic Assessment, Highly
Specialized Technologies, Medical Technologies
Evaluation and Technology Appraisal).” This is
intended to remove multiple existing individual process and methods guides and reduce unnecessary
duplication of content, it admits. The full details appear in the manual, and I leave ACT readers with
more specific interests to peruse it at their leisure.
But among the highlights of the promised
new approach is “more equitable access for those
with severe diseases,” which will be affected in
part by new weightings for innovation support.
This will “put the impact on patient’s lives at
the heart of NICE’s work, while creating a more
equitable platform.”
Once the decorative wording has been disregarded and dismissed by those seeking information
rather than spin, the responses to the consultation
will be at least as interesting as the proposals themselves–and as the autumn advances, this columnist
looks forward to hearing more about the review
from stakeholders rather than from spin-doctors.

The UK is aiming to revamp its health technology evaluation processes through NICE, partly
as a bid to win business post-Brexit. The wideranging changes are open to consultation until
Oct. 13, 2021, following a launch couched in
terms more inspired by public relations than regulation, replete with “visions” and “deliverables,”
with “foundation stones” and “pivotal” action,
and promises to provide “faster, fairer access to
new drugs and devices.” It invites ridicule by
elevating statements of the obvious to the status
of genius insights: “Ensuring rapid access to clinically and cost-effective health technologies is critically important to patients and their families, the
NHS and the life sciences industry.” And just in
case there was any doubt about the heroism of this
commitment: “We navigate a complex environment of ensuring the NHS gets the best value out
of the products it uses, while at the same time promoting innovation and supporting the life sciences
industry in their journey through regulation,
health technology evaluation and patient access.”
The post-Brexit rhetoric makes an early appearance: “We are shaping a new offer for the life
sciences sector in response to leaving the European Union,” says NICE. “Being clear how our
methods and processes can support early patient

8
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appliedclinicaltrialsonline.com

9/2/21 4:17 PM

Q&A

THE STATE OF IRT
AND RTSM TECHNOLOGIES

El izabet h R ickenbacher, Ph D, Director of
Strategy for 4G Clinical, has over 15 years of
experience in the f ield of life sciences, and is
an eClinical RTSM solutions subject matter
expert. In this Q&A, she discusses changes in
the IRT and RTSM solutions, their impact on
trials during COVID, and the future need for
these systems.
Applied Clinical Trials: RTSM
(Randomization and Trial Supply Management) can be considered an evolution
of traditional IRT (Interactive Response
Technology). Is the distinction important?
Elizabeth Rickenbacher: Historically, IRT
was used primarily for randomization and getting drugs to the site. Over the years, it became
apparent that supply management was just as
critical as randomization and the combined
action of them together elevates the function of
this system. They are synergistic and need to
coexist. It also helps to bridge the silos between
clinical and supply organizations.
The term RTSM has been around since the
advent of IRT technologies, but it refers more to
the function of the actual system vs. the modality of delivery (voice, web, mobile, etc).
In that way, RTSM is an evolution of traditional IRT as it more accurately ref lects the
functions of the technology, and recognizes the
importance of the interaction between clinical
operations and supply.
ACT: What can we expect of advancements in RTSMs in the next five years?
Rickenbacher: RTSM must continue to evolve
to enable new clinical trial designs. Given what
we see now, we can expect advancements in
RTSMs to handle future iterations of decentralized trial designs, cell and gene therapy trials,
digital supply chains as well as much more complexity in terms of adaptive designs, particularly
in oncology trials.
From a technical and process point of view,
there is a trend toward more self-service components to ease the administrative burden of
adapting study parameters such as managing
cohorts; enhanced f lexibility to the patient level
as patient advocacy for their own care continues
to increase; as well as functionality to support
the protocol designs of tomorrow’s trials.
appliedclinicaltrialsonline.com
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ACT: How has the COVID-19 pandemic
catalyzed a renewed need for RTSMs
and IRTs?
Rickenbacher: RTSMs are a necessary technology for clinical trials which are too complex
for manual trial management. COVID-19 has
not changed that. Rather than catalyzing a
renewed need for RTSMs, the pandemic has
driven innovation in its functionality, for example, the ability to turn direct-to-patient capabilities on and off as needed within a live trial
and enable decentralized trial designs with f lexibility for patient choice.
RTSMs that have integrated forecasting capabilities also have helped navigate clinical supply challenges. While clinical supply chains
were not disrupted as much as originally feared,
agility in the supply chain became a necessity
during the pandemic and will continue to be the
case moving forward.

Elizabeth
Rickenbacher, PhD
Director of Strategy,
4G Clinical
RTSM is an evolution
of traditional
IRT as it more
accurately reflects
the functions of
the technology

ACT: What future clinical trial trends will
increase the need for RTSM?
Rickenbacher: While most Phase I trials are
healthy volunteer studies that rarely need the
support of an RTSM system, RTSMs are being
used more frequently in Phase Ib oncology studies in patients. They have adaptive designs to
allow the sponsor to follow different avenues of
research–different dose levels, different dosing
frequencies, different combination therapies,
etc. These more intricate protocol designs and
additional data and requirements are expected
to move to the next phase.
Ultimately, these trials nearly equate to the
completion of multiple early phase trials within
a single trial. This complex management requires modern RTSM systems for the f lexibility
to adapt as these trials evolve.
Another example is handling program level
supply management, such as ISTs (Investigator
Sponsored Trials). The ability to handle these
types of trials in an efficient and cost-effective
manner has now become possible.
As for future clinical trial trends, as mentioned before, decentralized trials and increased
cell and gene therapy trials, as well as anything
that is trending towards therapies for personalized medicine, will require very sophisticated
RTSMs to support the multi-faceted logistical requirements of manufacturing and complex supply chains, as well as resource planning
and allocation.
Applied Clinical Trials • September 2021
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AMPLIFYING PATIENT VOICES
IN PROTOCOL DESIGN

Ken Getz
MBA, Director
and Research
Professor, Tufts
CSDD; Chairman
of CISCRP

10

Insights from studies on advisory
boards and participation burden
During the pandemic, patient engagement (e.g.,
participation convenience, safety, research relevance, ease of use) has been a guiding principle
in the transition to remote and virtual clinical
trial support. Given the high level of customization inherent in decentralized and hybrid clinical trial execution models, a growing number of
sponsor companies are now looking in earnest
to quantify the impact of patient-centric initiatives. Although the Tufts Center for the Study
of Drug Development (CSDD) and others have
dedicated considerable time and attention to
gathering objective evidence, until recently,
very little has been available.
Several years ago, the Drug Information
Association (DIA) and Tufts CSDD analyzed
121 distinct case studies to quantify the impact of patient-centric initiatives. In this early
study, patient engagement initiatives that offered the highest impact given the investment
required were patient advisory boards, professional panels, social media engagement, and
patient education programs. These initiatives
were relatively simple to implement and inexpensive, yet they reportedly resulted in faster
study planning, improvements in recruitment
and retention rates, fewer disruptions and delays, and more positive study volunteer feedback. Unfortunately, there was too much variability in definitions, types, and quality of the
metrics collected across case examples. As a
result, return on patient engagement could not
be generalized.
In another study, Tufts CSDD—in collaboration with the Clinical Trials Transformation Initiative (CTTI)—developed a method
for projecting the f inancial value of patient
engagement using standard risk-adjusted f inancia l model ing techniques. The CT T ICSDD team assessed the impact of patient
engagement on the expected net present value
(ENPV ) for a typical oncology development
program entering Phase II or III clinical trials.
For a Phase II project, the cumulative impact
of a patient engagement activity (e.g., patient
advisory board review) that avoided one protocol amendment and improved enrollment,
adherence, and retention was an increase in
NPV of $62 million, rising to $65 million by
Phase III, and an increase in ENPV of $35
million, increasing to $75 million by Phase III.
Depending on the scenario, a $100,000 invest-
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ment in a patient-centric initiative during the
design of the study could produce NPV and
ENPV 500 times that amount. This ENPV increase is equivalent to accelerating a pre-Phase
II product launch by 30 months or 18 months
for a pre-Phase III project.
During the past 24 months, Tufts CSDD has
undertaken several new studies to gather more
objective and practical evidence quantifying the
impact of patient engagement. Sponsor focus
of late has been particularly high on protocol
design given the fundamental role it plays in
directing downstream clinical trial activity.
Sponsors expect that the ability to incorporate
patient preferences and needs during the protocol authoring and finalization period offers a
unique and unprecedented opportunity to optimize study design and positively impact clinical
trial performance and cost. The results of two
CSDD studies underway inform this area.

Patient input on draft protocols

Patient advisory boards (PABs) usually entail
soliciting feedback from a group of patients and
their caregivers (e.g., patient advisory boards
or input panels) on the feasibility and convenience of near final protocol designs. PABs are
typically moderated meetings among six to 10
people. Although they are not enrolled in clinical trials, participants in an advisory board
usually share the burden of disease investigated
by the protocol permitting them to speak from
direct experience. At this time, an estimated
two-thirds of the top 50 largest pharmaceutical
and biotechnology companies have implemented
one or more PABs to obtain specific protocol
design feedback.
To assess the impact of PABs, Tufts CSDD
has analyzed data from a convenience sample
of Phase II and III protocols conducted between
2015 and 2019 across multiple therapeutic areas.
Of 153 protocols analyzed, 12 utilized PABs.
Given this small sample size and the wide variation in disease conditions represented, these
results should be interpreted with caution until a
more robust sample has been analyzed.
PAB input resulted in simpler protocols and
more targeted designs compared to those that
did not receive input. PAB-informed protocols
had, on average, fewer endpoints, eligibility criteria, and distinct procedures.
The number of procedures performed per
visit and the total volume of data collected
per patient was signif icantly lower for PABinformed protocols. Protocols informed by PABs
had an average of 15 endpoints and 27 eligibility criteria, 30% and 20% less, respectively,
than did protocols that were not informed by
appliedclinicaltrialsonline.com
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PABs. Protocols that used a PAB for design input collected 2.2 million data points, 50% fewer
than protocols that did not receive PAB input.
And PAB-informed protocols had a lower percentage of procedures supporting tertiary and
miscellaneous endpoints.
The results also indicated that protocols receiving PAB input had better relative performance and efficiency. Notable differences between protocols informed by PABs and those
that were not informed include faster study initiation, shorter clinical trial duration, quicker
study close-out, lower-than-planned study budgets, and fewer average number of substantial
protocol amendments.
The actual cycle times of protocols that did
not use PABs typically exceeded planned timelines by between 20% and 90%. Actual cycle times for PAB-informed protocols came in
closer to plan (e.g., study initiation cycle time)
or beat the plan time lines by 6% to 17%. And
actual PAB-informed protocol budgets came in
28% below planned budgets. Protocols that did
not use a PAB tended to have actual budgets 3%
above plan. Protocols that used a PAB had on
average one fewer substantial amendment than
those that did not.

Designs informed by
participation burden

The use of a patient burden assessment score
or algorithm has been gaining momentum as
valuable input into early-stage protocol authoring. A tool developed by the National Institute
of Health several years ago measured patient
attitudes and correlated them with patient selfreport of the likelihood to participate in, and
the intent to drop out of, a clinical trial.
Dassault Systems and IQVIA have been developing and beginning to pilot-test patient burden assessment tools (e.g., the Patient Burden
Index and the Patient Friction Coefficient, respectively) among pharmaceutical companies.
In 2019, Tufts CSDD—in collaboration with
ZS, a global management consulting firm, developed and tested an initial participant burden
algorithm against pharmaceutical and biotechnology company protocols based on the perceptions and preferences of 591 patients living with
one of five disease conditions in the US.
During the past 14 months, we’ve compiled
overall and clinical trial-specif ic preferences
and perceptions from 3,002 global patients
across 39 disease conditions to derive and test a
revised algorithm against a convenience sample
of 266 recently completed protocols. This algorithm takes an expansive look at participation
burden and includes protocol procedures, cliniappliedclinicaltrialsonline.com

ACT0921_06_News.indd 11

cal trial logistics and convenience, disease burden, medication adherence, mobility, lifestyle
restrictions, and caregiver reliance.
The revised participation burden algorithm
is highly associated with, and predictive of,
many clinical trial performance outcomes.
Mean participant burden scores were highly
correlated with, and predictive of, screen failure
rates. This result is consistent with past qualitative studies that have demonstrated the impact
of perceived burden on reducing patient willingness to enroll in clinical trials.
Mean participant burden scores were also
positively correlated and predictive of treatment
duration and overall clinical trial duration.
These two cycle time measures are in part a
function of the long-term effects of protocol demands on participant retention.
Burden scores were not predictive of study
start-up (approval to FPFV) or study close-out
(LPLV to database lock) durations. These latter two cycle times are less dependent on study
participant experience and more dependent on
clinical research professional preparedness, coordination, and efficiency.
We were disappointed to f ind that our enhanced participant burden score was not associated with, or predictive of, clinical trial
drop-out rates. We used a broad definition of
“drop-out rates” in the study that included all
factors other than volunteer mortality. For this
reason, drop-out rates were a function of far
more than the volunteer’s decision to prematurely terminate participation. Drop-out rates
included administrative factors; lack of efficacy
and insuf f icient therapeutic response; drug
safety issues and adverse events; study-specific
withdrawal considerations (e.g., pre-def ined
discontinuation considerations and volunteers
no longer meeting the study requirements); and
poor compliance and protocol non-adherence.
In future applications and assessments of
the participation burden algorithm, we plan to
focus on drop-outs specifically associated with
protocol demands and inconveniences resulting
in premature termination of participation. New
research is underway to apply the participant
burden algorithm prospectively in protocol design. Ten pharmaceutical companies are working with Tufts CSDD and ZS to benchmark
mean participant burden scores across protocols in their portfolio. Retrospective company
participant burden benchmarks will be used to
guide prospective protocol authoring.

PAB input
resulted in simpler
protocols and
more targeted
designs

In closing

The insights from these recent studies and ongoing research are intended to assist drug developApplied Clinical Trials • September 2021
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ment teams and protocol authors in leveraging patient voices to retrospectively understand
clinical trial performance outcomes and to prospectively inform protocol design decisions.
L ook ing beyond protocol desig n, Tufts
CSDD and the DIA are also embarking on a
new working group study in the fall of 2021 to
gather robust, objective, and practical data link-

ing organization-specif ic patient engagement
initiatives—pre-, during and post-participation—to clinical trial and program-level performance and quality outcomes. We encourage
sponsor organizations to participate.

JAVARA AND OGDEN PARTNER

which enables video visits with patients and study
staff. With video eConsent, trial participants can
engage in remote, face-to-face, live conversation
between patients and clinical trial site staff during
the informed consent process. This expansion of
the company’s telemedicine/video visit capability is the most recent addition to the myMedidata
portal.

Javara and Ogden Clinic have announced the
launch of a partnership to integrate industrysponsored clinical trials at the point of care for
Ogden Clinic patients. Through this partnership,
Javara will enable access to clinical trials for
patients throughout the Ogden Clinic network
by providing services to support and conduct research. The Ogden Clinic currently spans 20 locations in northern Utah and includes 171 practitioners across 24 specialties.
Javara will embed clinical research infrastructure and site staff, led by Javara’s Clinical Trial
Navigators, who will work alongside the practitioners and medical staff to scale clinical trial
operations. Javara and Ogden Clinic anticipate
early clinical trials in general medicine, pediatrics, and dermatology, with initial trials expected
to begin in fourth quarter of 2021.

Medidata adds video eConsent

—Reach Ken Getz via email
at kenneth.getz@tufts.edu

CluePoints partners with ZS

CluePoints has partnered with ZS to offer capabilities in portfolio-level performance oversight.
The new partnership pairs a solutions company
focused on study-level risk-based management
with a pharmaceutical and biotech solutions provider with capabilities in portfolio-level quality
and operational oversight. The partnership also
offers consulting from a wider pool of subject
matter experts.

Medidata, a Dassault Systèmes company, announced the addition of myMedidata eConsent,

ACT ONLINE
GO TO:

appliedclinicaltrialsonline.com
to read these exclusive stories and
other featured content.

TOP 5 SOCIAL MEDIA
1. Full Approval of COVID
Vaccines Key to Addressing Hesitancy
https://bit.ly/3yvHjIT
2. Accelerating Research Site Operations:
Lessons from the University of Louisville
https://bit.ly/3gGq0Pd
3. EU’s New Clinical Trials Regulation
https://bit.ly/3kFQ3XO
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—Staff and wire reports
4. Faint Ripples of Support Detected
in Europe for High-Tech Drug Development
https://bit.ly/3kFrHxk
5. FDA’s Pazdur Challenges Attack
on Accelerated Approval Program
https://bit.ly/3t3kKKj

eLEARNING:

Expedited programs can potentially cut years
from the average overall time to market. But they
are most useful for companies that have defined
a target product profile (TPP) and identified the
right mechanism or a combination of mechanisms.
This panel discussion will include a lively conversation with Parexel regulatory experts from USA,
Europe, and China, who will draw upon their experience as former regulators and share their firsthand experience of regulator expectations.
https://bit.ly/3Boe1gV
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Overcoming the
Challenges of COVID-19
Agile and inventive pandemic response augurs in future-ready clinical trial management

T

he onset of a global health emergency set innovation engines rolling, with active participation across the clinical research spectrum
to find effective solutions. There were considerable, dynamic changes to clinical trial management during the start of the COVID-19 pandemic
to cope with the movement restrictions and the
risk of infection. Logistical challenges were rapidly solved using technological prowess and digital
tools, forcing the pharmaceutical industry to view
clinical trial operations in a new light.
Here are 5 landmark solutions that were woven
into the existing clinical trial fabric, with agility
and innovation, to strengthen processes and make
it relevant to current needs and beyond.

1. Accelerated trials to market
lifesaving drugs faster

When scientists began the process of developing
a vaccine against COVID-19 in early 2020, the
fastest vaccine that had been developed till then
was the mumps vaccine in 4 years during the
early 1960s. However, on Dec. 2, 2020, the first
COVID-19 vaccine was approved for emergency
use in less than a year. The development of vaccines for COVID-19 showed that the process
could be accelerated, without any compromise
on safety.

2. Decentralized trials
to circumvent disruptions

The move towards decentralized clinical trials
(DCTs) was an effort that helped bridge the logistic nightmare posed due to COVID-19 mediated
restrictions and paved the way for patient-centric
measures. The CAGR for drug-based interventional DCTs was 7% between the years 2014 to
2019, while during the COVID-19 pandemic it
grew to 77% between the latter half of 2019 and
in 2020.1

3. Patient centricity
to improve participation

According to Global Data, 67.3% of trial disruption that took place during the COVID-19 pandemic in 2020 was due to suspended patient enrolappliedclinicaltrialsonline.com
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ment, while 14.4% of trial disruption was due to
slow patient enrolment.2 This highlights the need
for improved patient engagement through innovation in clinical trials, like the use of e-consent
forms and electronic health records (EHR).

4. Telemedicine to ensure
trial continuity

Sowmya Kaur
Executive VP,
Navitas Clinical
Research and
Head of Clinical–
APAC, Navitas
Life Sciences

With the global pandemic posing unprecedented
challenges in movement, telemedicine aided in
improved connectivity and engagement with clinical trial participants. Telehealth companies have
reported an over 800% increase in telehealth app
downloads during the COVID-19 pandemic in
2020. The Global telemedicine market is expected
to rise at nearly 38% CAGR, from $38.7 billion in
2020 to an expected $191.7 billion in 2025.

5. Technology-driven support
to ensure risk mitigation

Certain elements in clinical trials existed long
before COVID-19 but their use and benefits have
resulted in such vital tools becoming permanent
fixtures. Navitas Life Sciences’ OneClinical® Analytics platform is an artificial intelligence tool that
has been shown to reduce clinical trial monitoring costs by 50% while bringing down cycle time
by 30%. 3 The near-real-time data insights gained
from such tools aid in taking proactive corrective
action helps resolve critical clinical trial issues
at the onset, allowing intelligent deployment
of resources.
The future of clinical trials promises to be
more patient-centric and is peppered with innovation to bring down the time and cost needed to
deliver drugs to the market efficiently.
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The Post-Pandemic
CRO Landscape
Technology, talent and specialization add up to a plethora of industry M&As

F

irst, what is crystal clear: the spate of mergers,
acquisitions, and partnerships involving CROs
is ongoing and evolving.
Second, what’s still blurry: how these business
transactions will impact the future of the CRO
industry, for better or worse. It’s not a couple of
factors that propel these pacts. There are many—
some permanent, some temporary, with others unknown. And still more have the indelible stamp of
“COVID-caused.”
None is inconsequential: advancing digital technology, globalization of clinical trials, changes in
clinical trial design, the inflow of private equity dollars, fewer sponsors lost to mergers and acquisitions,
more CROs, the costs of clinical trials, precision
medicine, lack of available talent, and—an under the
radar trend—the continuing challenges of chronic
disease. More people are developing them, but true
cures elude pharma. One report says chronic diseases
are likely to “support the growth of the global clinical
trials market to a significant extent.”1
The industry felt the impact of the pandemic, not
all of it bad. It forced suspension of trial activity or its
abandonment, thereby slashing income, but it also
revealed ways to grow, either through an M&A, or
how to morph from a jack-of-all-trades to a nichespecific entity.
“The trend toward more patient-friendly trial
options is here to stay,” said Peter Benton, CEO,
Worldwide Clinical Trials. “The industry is finally
acknowledging the need for a toolkit of decentralized research methods and flexibility built around
the patient. CROs have a tremendous opportunity to
continue guiding sponsors toward solutions that meet
them and their patients wherever they are.”
The pandemic also showed industry that it could
reduce risk by shifting the weight. Processes that allow remote audits and monitoring, previously considered too risky, are now risk mitigators. “We adopted
them, we experienced success with them, and now the
‘risk’ aspect is gone,” Benton said. That risk-sharing is
driving continued technological evolution.
COVID forced everybody onto the risk curve, said
Christine Dingivan, CEO of global full service CRO,
Emmes. “Digital development and technology are
just exploding.”
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Two interesting maybe-trends: Many people interviewed for this article said that some pharma
members, perhaps looking for more control over the
management of their trials, let alone cost, are taking CRO functions in-house. One reason they can
do this is through a bevy of new vendors, who are
devising digital solutions and services to address the
chronic migraines of the clinical world: enrollment
and site management.
These vendors also have a lot of
money from private equity. “It’s incredible,” said Henry McNamara,
senior vice president, general manager, Oracle Health Sciences.
Some examples of the private
equity cash flow includes Goldman
Henry McNamara Sachs’ investment of $230 million
in 4G Clinical, a developer of randomization and
trial supplement management software, two months
ago. In May, the investment arms of these household
names—Bayer, Hitachi, Samsung, Sony, Unilever—
raised more than $200 million for Huma Therapeutics, whose DCT software lets patients trial-in-place;
home, hospital, nursing home.
Another tech company that has caught private
equity attention is Reify, whose valuation hit the $2.2
billion mark after a recent C round added to the coffers. Reify has two software products—StudyTeam
and CareAccess—the former for patient recruitment,
the latter for running decentralized trials. The true
north of Reify, said co-founder Ralph Passarella, is to
predictably enroll trials in three to four months, beating the average time of 1.5 years.
Mike Jagielski, CEO of KCR,
an international clinical development solutions provider, said underestimating what these new
technologies can do, from a business perspective, is unwise. These
products, he said, create incredible
Mike Jagielski organic growth opportunities for
companies like his that can scale in a controlled way
to “capitalize quickly and efficiently on new platforms, like Veeva.”
Similarly, said McNamara, CROs want Oracle
to design agile systems that can respond quickly to
appliedclinicaltrialsonline.com
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change and adopt new service models, per pharma’s
new direction.
From a 30,000-foot perch, M&As are a large
example of an industry revamping itself. The larger
mergers and acquisitions, said Jagielski, have established engaging in M&A as “part of doing business.”
A 2020 report called them a “primary factor” in the
growth of global CRO services market.2
Casey McTigue, an executive director at SRS
Acquiom, an M&A services firm, put it this way: “We
have seen record setting volumes for M&A.”

Market attention

In 2019, the life sciences recruiter ProClinical considered the following CROs worthy of close attention from investors and pharma alike: PPD, Medpace, PRA Health Sciences, KCR, ICON, IQVIA,
PSI, Parexel.3
Of the eight, three still stand alone; the rest have
merged or been acquired. Obviously, investors and
pharma already were paying attention. ThermoFisher acquired PPD earlier this year; ICON plc now
owns PRA Health Services; Parexel is now owned by
Goldman Sachs and EQT—the smaller of the group,
PSI, Medpace, and KCR, stand alone.
The pandemic crystallized these truths: decentralized trial design has value and the CRO industry is
not immutable to financial sledgehammer.
One study, which examined more than 62,000
trials started before and during the pandemic, found
that the number of US-initiated studies between
February and May 2020 was 57% of what would have
been expected had the pandemic not occurred.4
A GlobalData survey released in July 2020 found
that 322 companies announced their trials had been
disrupted; most were in Phase II.5 More than 67% of
these trials stopped because enrollment was suspended.
That’s a large monetary hit for the CROs, considering that 72% of all trial sponsors employ some
CRO talent, according to a 2015 Research and
Markets report.
For CROs, trials ground to a halt, said McTigue.
In turn, trial cessation “impacted our deals with
[sponsors] quite a bit. I will say there were a substantial number of disputes” over missed milestones.

CRO differentiation strategies

Even before the latest M&A moves and the pandemic, CRO specialization was a way CROs could
differentiate themselves in an industry dominated by
large companies. For the smaller CROs, specializaappliedclinicaltrialsonline.com
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tion is a matter of survival. Based in Rockville, Md.,
Emmes, said Dingivan, has been a “long-standing
partner” of the NIH and National Institute of Allergies and Infectious Disease. The company specializes
in biostatistics and infectious disease and 20% to
25% of its staff worked on COVID-related studies in
2020. Last year, the company created Emmes Biotech to expand its work with federally-backed trials.
McNamara said specialization “has accelerated
because of the science.” Biomolecules, biosystems,
combination therapies, orphan drugs, rare diseases…
all require deep knowledge, he said, not only for
managing therapeutic trials, but also their different
phases. CRO regulatory experts are also valuable, he
said, such as those working with academic centers or
with the federal government.
Another reason to merge or acquire is to literally
cover more ground.
That was a good reason for dMed Global, based in
Shanghai, and Clinipace, with headquarters in N.C.,
when the two merged in April. Alira Health, an advisory firm based near Boston, acquired CROS NT, a
CRO based in Italy. Dingivan said that when she was
looking for a firm for Emmes to acquire, she chose
a CRO based in Prague called Neox because of its
network throughout Eastern Europe. Another CRO
acquisition, Orphan Reach, has allowed Emmes to
become well-versed in the rare disease space. Behrman Capital funded both acquisitions.
The Asia-Pacific area has become attractive to
sponsors because it’s cheaper to run costs there and
because of its assets, namely larger populations of
people, patients and physicians.1
Then there are those CROs that wish to complement existing service offerings.
Alimentiv Health Trust, parent of the GI-focused
CRO Alimentiv, acquired the CRO McDougall
Scientific in March, and a month later launched
AcelaBio, a histopathology and precision medicine
research lab for global clinical trials.
Think Research, in a venture-backed move,
acquired the CRO BioPharma. Think Research,
based in Toronto, provides technology products
to healthcare facilities, including those that serve
seniors. Combined, their network covers 2,800 hospitals, clinics and long-term care facilities, and 200
research and pharmaceutical companies, a press
release says.
Since the combined R&D outlay of the top
pharma houses now hovers at the $100 billion—and
that majority of trials have CRO involvement—even

For the
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of survival

Applied Clinical Trials • September 2021

15

9/2/21 4:19 PM

CRO/SPONSOR

In our
business you
are not buying
IP, you are
always mostly
buying people

the math challenged can appreciate the CRO industry’s losses, or gains, depending on the road chosen.6
But the CRO industry has already proved
its resiliency.
Despite changes in market conditions between
2008 and 2019, SRS Acquiom found that of the 227
private life sciences deals in which it was the shareholder representative, 163 had earnouts, the potential
dollar figure more than $37 billion. In its 2019 Life
Sciences Deal Terms Study, SRS Acquiom estimated
that milestones due by mid-2019 have been achieved
on average 33% of the time in biopharma (paying
33% of earnout potential dollars).

Talent vs. tech

Some trial sponsors, said those interviewed, are changing their relationships with CROs by bringing CRO
services in-house. One source in pharma said the move
in-house is predicated on the success of DCTs and
eSource. But the switch isn’t a topic of conversation
among her peers, which “raises the perception this is
what is happening.”
Said Passarella: ”Our industry is in an interesting
state of flux, we are seeing internal shift. Sponsors are
getting better support to run studies, but it’s too early to
see how everything will shake out.”
Craig Steger, senior vice president, Life Sciences
Outcome Capital, LLC, said Outcome did not uncover that trend in a recent report. “The only transaction that we know of where pharma or biotech acquired a CRO, whether in the clinical or pre-clinical
space, was when UCB pharma acquired Beryllium
Discovery [in 2017].
“I suspect that this may be a talent play,” he wrote
in an email.
McNamara concurred...the need for talent is another reason for consolidation. He added that much industry talent is nearing retirement, as well as turnover.
Employee turnover in the CRO industry doesn’t seem
to be slowing down; before the pandemic, turnover was
24%; in November 2020, it was 21%.7
On LinkedIn, CROs are offering sign-on bonuses
to fill the roles they need. Charles River offered animal care associates $1,000 to come aboard, while
formulation technicians would receive $750. Despite
the duplicate ads and the occasional non-CRO job ad,
LinkedIn, in early August, showed 40 pages of ads,
each with 25 job offerings, for roles that CROs needed
to fill. Many of those ads had fewer than six applicants.
Dingivan said she didn’t think the CRO industry
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was in imminent danger of folding in on itself, due to
the new technology firms, mainly because this country’s EMR systems have yet to connect. Trial sponsors
need standardization for global-wide trials. The other
thing, she said, is that these firms, like Google’s Verily,
need a regulated infrastructure to run trials. “You can’t
just know how to build a plane, you need the regs, too.”

Ramifications

M&A is always a distraction, as compared to organic
development, said KCR’s Jagielski. The extent of the
disruption depends on whether it’s your CRO that is
acquiring or was acquired. “If it’s the former, it’s less
destructive,” said McNamara.
But always count on a talent exodus. “The number
one objective is to preserve talent,” said McNamara.
When two companies come together, said Jagielski,
the hard part is figuring out what to do with the combined labor force. “In our business you are not buying
IP, you are always mostly buying people,” said Jagielski, who has no intention of merging KCR with anyone, unless KCR stops enjoying “double digit growth”
year after year.
Said Benton: A merger can force sponsors to reevaluate their relationship with the new CRO, or perhaps
look for a new one. If that happens, the integration can
lead to turnover, to system-integration irritations and
service disruptions. “Integration can take years.”
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How to Attract Clinical Research
Talent in a Highly Competitive
Market: Best Practices for
Resourcing Your Team
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Event Overview

Presenters

The clinical research industry continues to become highly competitive, as drug development
funding increases and as the effects of the global pandemic have accelerated the need for
new treatments and new ways of working. In order to manage the most effective clinical trials,
Sponsors must be equipped to address resourcing requirements and have the flexibility to
support their teams of researchers with the most qualified professionals. Companies who
manage clinical research operations must incorporate recruiting strategies or risk losing good
candidates to their more agile competitors in a demanding market.
In this webinar, experts Kimberley Ball and Adrea Widule will discuss proven recruiting
techniques that pharmaceutical and biotechnology companies can apply today to attract more
candidates and convince them to accept offers quickly – while creating an engaging employee
experience for talent.

Adrea Widule
Director, Business Development
Advanced Clinical

Key Learning Objectives
You will learn:
• How to create a compelling digital presence that showcases your culture and brand at every
touchpoint
• What the most experienced and qualified clinical research candidates are seeking in terms
of benefits, career development, corporate culture, diversity and inclusion -- and how to
communicate that throughout the recruiting process
• How hiring managers can streamline recruiting so they don’t lose high quality candidates
• Ways to build lasting relationships with ‘short list’ candidates for more efficient, futureforward recruiting strategies
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Kimberley Ball
Senior Clinical Recruiter
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Global leaders at pharmaceutical, biotech, and medical device and diagnostic companies who are
responsible for resourcing and outsourcing decisions in the following functional areas:
• Clinical Monitoring
• Clinical Trial Management
• Clinical (Sponsor) Oversight
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• Data Management
• SAS Programming
• eTMF and Document Management
• Site Payments
• Investigator Grants and Contracts
• Biostatistics
• Medical Writing
• Pharmacovigilance and Safety
• Quality Infrastructure and Auditing Services
• Site Feasibility, Identification and Selection
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Rebadging Gains
Momentum Amidst COVID
Capacity management and stability offer value for clients, their employees and FSP vendors

W

hile rebadging is an option that has been
around for years, the COVID-19 pandemic spurred more widespread use. As
pharmaceutical and biotech companies grappled
with the pandemic and needed options to reduce
internal headcount while maintaining expertise and
business continuity, many turned to the flexibility
and value that makes rebadging appealing in both
the short and long term.
In a nutshell, rebadging is the process by which
a client transfers employees and/or contractors off
its payroll and onto the payroll of a functional service partnership (FSP) vendor. The client then reengages those same staff members, who are now
employed by the FSP vendor. While rebadging is
disruptive, when done well it offers benefits to all
parties involved.
•
Clients maintain speed and stability as triedand-true staff members continue in the same
roles as before, without negatively impacting
ongoing programs. Rebadging also reduces
fixed or direct costs for clients, as well as the
legal risks associated with using contractors
in full-time, long-term engagements.
•
Employees are assured secure employment,
re-assigned back to their original employer
(as a vendor contractor) or via new positions
within the FSP vendor.
•
Vendors find rebadging not only an important source of revenue, but also gain broader
access to top-level talent, critical for any successful service provider.
In this article, we’ll take a closer look at the benefits and challenges of rebadging for companies that
perform clinical trials and other pharmaceutical/
biotech services.

Clients

Rebadging offers numerous benefits and the risks
are manageable, so it’s an effective way for companies to address workforce capacity and labor uncertainty while retaining access to the skilled, experienced personnel on whom they rely. First and
foremost, the client maintains continuity across programs. In some cases, rebadging can help to avoid
costly severance packages and payouts, as well as the
18 September 2021 • Applied Clinical Trials
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bad press that can be generated for layoffs. It also
shows good will to departing employees by helping
make the best of an unfortunate scenario.
While FSP models with or without rebadging
are ultimately about capacity management, the best
vendors deliver wide-ranging value to help the client:
•
retain access to a dedicated team of full-time
equivalent (FTE) staff for a broad range of
services (data management, medical writing, program leadership, clinical supplies,
regulatory, clinical monitoring, statistics,
medical, etc.).
•
increase f lexibility, including on-demand
access to time and materials (T&M) or
unit-based models that can deliver services
with work volume that does not require
dedicated FTEs.
•
access additional vendor expert staff from
across the globe and shift or centralize services to increase efficiency, reduce timelines
and save costs.
•
accelerate and optimize key HR processes,
including hiring, onboarding and training.

Working with a vendor
may offer reduced risk

Legislative restrictions around co-employment
and contingent workers can increase legal and operational risks when “temporary” staff are dedicated to a client in a full-time, long-term capacity.
Examples include:
•
assuming risk when there are employment
law violations–companies can be liable
for a staff member’s actions when they are
a co-employer.
•
inadvertently violating wage and hour laws,
which are complex and vary by country
or region.
It is important to ensure that co-employment
risks are successfully mitigated through a series of
contractual and operational designs, and clear delineation between vendor and client responsibilities
and oversight for staff.
Ideally, contracts define the specific services and
obligations of the vendor and client in respect to the
staff. For example, as the legal employer of the staff,
appliedclinicaltrialsonline.com
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REBADGING IN ACTION
Case Study #1: Clinical operations–Allowing client to reduce footprint with 100% business continuity
A top-10 pharmaceutical client needed to decrease its operational footprint in two European countries, both covered by The
Acquired Rights Directive (ARD) 2001/23. This directive was created to safeguard and protect employee rights during a transfer
of undertaking or business (or part of an undertaking or business) to another employer as a result of a legal transfer or merger.
Compliance is required for the rebadging process as well. By working closely with an FSP vendor, the client overcame aggressive
deadlines and achieved 100% transfer of staff with no impact on business continuity. The vendor assumed responsibility for:
o 16 clinical operations staff
o 18 active studies
o Vendor contracts and payments
o Global clinical supplies
 ollaboration with works councils and regulators. This was accomplished quickly, with immediate engagement
• C
between the vendor and affected client staff
• R
 apid announcements to provide reassurance of protected employment and to reduce uncertainty that leads affected
people to seek employment elsewhere (terms were presented to employees within 11 weeks of kickoff)
• The entire process was ARD-compliant with 100% transfer success
Case Study #2: Global medical affairs services–Reducing financial, administrative and legal burden
When a client’s legal team mandated that they stop using contractors for full-time, long-term roles, the client sought a more costeffective and flexible solution than simply hiring their former contractors. They worked with an FSP vendor to rebadge 14 key
medical affairs team members, including study and project managers, medical writers, publication managers and statisticians.
The effort took place across four countries – Germany, Switzerland, the UK and the US–and impacted more than 200 active
interventional and non-interventional projects. The effort significantly reduced the administrative, financial and legal burden
on the client, and replaced multiple, separate staffing agency contracts with a single contract. The rebadging also reduced coemployment, false self-employment, and misclassification risks.
• Fully implemented in three months with 100% transfer success
• C ontractors moved from client offices to home or vendor offices
• F
 TE-based model ensured stability and business continuity; flexibility to transition from a dedicated FTE
to a unit-based model as partnership evolves
• Adding supplemental services, such as investigator contracts and payments
SOURCE:PPD

the vendor should deploy a management layer with
the responsibility of providing day-to-day direction
to the staff. These managers should also cover the
usual line management responsibilities such as career
development, performance management, while the
overall functional oversight remains with the client.

Employees

For employees affected by a rebadge, the primary
benefit is obvious: their continued employment, surrounded by familiar teammates, systems and project work. Rebadging, when done well, should not
appliedclinicaltrialsonline.com
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result in undue financial burden for the employees.
For example, in the EU and elsewhere, ARD-type
regulations are in place to help ensure employers
don’t take advantage of their employees by offshoring their work or forcing them to rebadge with
lower salaries and benefits. The FSP vendor must
be expert at navigating these regulations to meet
the needs of all parties to ensure each employee is
“made whole.”
Moreover, joining a successful FSP vendor gives
the employees a range of value beyond job security.
Over time it allows for easier movement from one
Applied Clinical Trials • September 2021
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Clients need
to recognize
the potential
for significant
hurdles,
including
regulatory and
legal risks

client to another via assignment within the vendor,
rather than having to quit one client company and
take a chance on another.
During any organizational transition, is important to keep employees engaged to keep turnover
in check, and rebadging can help. Like many other
fields, average voluntary turnover rates in the global
CRO industry are increasing–from 15.5% in 2019 to
16.3% in 2020 alone.

Vendors

The global market for outsourced clinical development services to CROs, including FSP providers,
is estimated at approximately US $44.3 billion,
and projected to grow to US $57.2 billion by 2024
(CAGR: 6.5%).1 While it is uncertain how much
of this comes from rebadged employees, this large
market does indicate that the overall appetite for outsourcing is strong.
For vendors, one of the major benefits of the
rebadging model is that it gives access to proven
professionals who are among the clients’ most valued
employees. This in turn helps the vendor understand
the client’s needs and perspective to ultimately serve
them better. Transferring qualified employees is also
much easier and more economical than the typical
recruitment and new hire process.
Rebadging is a great way to identify and onboard
employees who are highly motivated, self-sufficient,
tech-savvy, adaptable and able to learn quickly, make
decisions and take action. For FSPs servicing the
pharmaceutical and biotech industry, among the
functions and key roles that are in high demand
are project manager, oversight director, clinical research associate, clinical trial coordinator, medical
writer, global clinical supplies manager, biostatistician, medical writer, data manager, safety manager
and regulatory expert. For these and many other
roles, rebadging is an important means for vendors to
identify and retain the top talent that enables them to
keep pace with the rigors of clinical development, just
as it is an important way for that top talent to remain
meaningfully engaged (and steadily employed).

FSP implementation

Rebadging can be an attractive win-win proposition,
but the implementation is no simple matter. Companies need to have the following capabilities:
Experience–The knowledge to handle all aspects of each staffing transfer properly and compli-

20 September 2021 • Applied Clinical Trials

ACT0921_18_PPDRebading.indd 20

antly, including ARD and non-ARD staffing models
and global best practices.
Dedicated team–Planning for rebadging, change
management and business continuity, which is especially vital when transferring staff. The staff transfer
process needs to be handled thoughtfully, with a transition manager coordinating interactions with HR,
legal, IT, contracting and the affected employees.
Scale and stability–Look for an FSP vendor
that is growing and has plentiful business aside from
your own work, including through the COVID-19
pandemic or other disruptions. This helps assure they
can readily absorb your employees and promote a
positive outcome for everyone involved, regardless of
the ebbs and flows in work volume.
Speed–It’s critical to have a partner to calibrate
your capacity and ramp up quickly across any function or service. Service-level agreements are an important step to ensuring FSPs interview, vet and make
offers to candidates within a set timeframe. Transfer
varies widely, from as little as 10 business days in the
United States to three to six months in countries with
ARD legislation and works councils or unions.

Capturing value

While there are numerous reasons why pharmaceutical and biotech companies would want to shift workforce from the traditional headcount to a contract
or on-demand model with FSP vendors, clients need
to recognize the potential for significant hurdles, including regulatory and legal risks. By navigating the
regulatory waters and focusing on maintaining both
employee and employer satisfaction, an FSP vendor
can help companies engage a steady, agile, full-time
workforce while avoiding burgeoning payrolls, direct
costs and debt–all while maintaining continuous,
high-quality service and speed.
Rebadging is just one option an experienced and
trusted FSP can offer to help manage significant
volatility in work volume. Successful FSP vendors
should help calibrate capacity and ramp up quickly
across any function and service, including pharmacovigilance, regulatory, biometrics, on-site and remote
monitoring, supporting both clinical trials and postapproval marketed products.
Reference
1.

2020 CRO Market Size Projections: 2019-2024 COVID 19 Update. July 2020. Accessed May 18,
2021.
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Patient Centricity by Design – Improving patient
engagement and retention while reducing burden
with fit-for-purpose technology
On-demand webinar
Aired Wednesday, July 14, 2021

Patients are savvier and more engaged than ever before in their
healthcare. As the industry strives to deliver more site-centric,
patient focused clinical trials, a designed thinking approach can
help sponsors more purposefully select and deploy innovative
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solutions that enhance patients’ experience and deliver faster,
higher quality clinical trials.
Join this webinar to learn ways to put patient-centricity to practice
– from pre-trial surveys to connected devices and decentralized
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clinical trial models – and why trials designed around the patient
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usability. Learn how IQVIA is making intelligent connections
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expands clinical trial access, reduces burden, and improves
across healthcare data, patient recruitment and enablement,
decentralized trials and connected devices to deliver on our
industry’s patient centricity promise.

3 Key Takeaways
As you look to overcome complexity, accelerate timelines and
maximize efficiencies in your clinical trials, join this timely webinar
to learn how to:
• Deliver on the demand for faster, patient-focused trials by
giving patients more control over their trial experience
• Accelerate seamless data collection while reducing patient
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connected devices
• Design decentralized trials based on patients’ daily lives,
preferences and needs in mind
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For technical questions about this webinar,
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Building Relationships
Key for Smaller Sponsors
Megan Hooton
Chief Operating
Ofﬁcer, IQVIA
Biotech

Strong collaboration critical as trial development advances

P

rior to the COVID-19 pandemic, biotech and
emerging biopharma companies were increasingly turning to contract research organizations (CROs) to contain costs and secure therapeutic and clinical trial expertise to help meet their
individual objectives. COVID-19 has necessitated
the industry further modernize clinical trials. In
navigating the pandemic’s impact, growing investments in the sector and the related growing market
competition, it can be a “make it or break it” time for
these companies.
Biotech clinical trial sponsors often seek a CRO
partner for strategic guidance, end-to-end services
and solutions, and deep expertise for their pipeline with the ultimate outcome to streamline development processes and timelines to meet ambitious
goals. These sponsors may find it beneficial to integrate a CRO partner prior to, or part of, the Investigational New Drug (IND) submission process, setting
the foundation for a long-term partnership where
a versatile CRO can help them identify the right
solutions and services to operationalize trials with efficiency from the start and transition further into the
development process.

Building the trust factor

For CROs to earn trust, it is important to enter into
a partnership without preconceptions. Listening with
intention to the sponsor’s needs is key. Start-up biotech companies may not have the in-house resources
to draw upon to develop an asset. A good partner
listens, guides and asks the right questions to ensure
success. A start-up’s leadership team may have exceptional scientific, business or financial backgrounds
with limited clinical trial, regulatory or commercialization experience. CROs are willing to collaborate
and provide complementary support in every aspect
of their clinical journey. As development goals evolve
and business priorities change, communication and
directional intent for an asset is critical.
In some cases, as trust grows, a well-balanced
partnership may allow sponsor teams to focus their
attention on strategic planning for future development. “Having the IQVIA Biotech project team’s
collective experience to manage a Phase I/II escalation expansion study for our lead immuno-oncology
22 September 2021 • Applied Clinical Trials
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therapy was a huge lift for our team,” said David
Bohr, head of clinical operations at Bicara Therapeutics, a clinical-stage biotech company. “We were
able to refocus on our long-term strategy and begin
discussions with key thought leaders and advisory
boards about what expanded programs may look like
based on the team’s planning and guidance.”

Leveraging CRO
expertise and solutions

Many sponsors in this sector need a reliable partner
to take a potential treatment from the bench to the
clinic. A strong CRO-sponsor relationship is highly
consultative, where sponsors can lean on a CRO’s
therapeutic expertise, technology and analytics capabilities, and global reach to overcome barriers to
completion. As part of their working relationship,
some specific ways biotech sponsors may lean on
their CRO are noted below.
Early engagement and planning–Before a
single patient is enrolled into a trial, sponsors should
reach out to their CRO to support the development
of a comprehensive clinical development plan to create alignment in strategic direction and ensure the
probability of success.
For sponsors, integration of a research partner
early in the process can help circumvent issues during preclinical and clinical development. Particularly
in oncology, a skilled partner can be instrumental
in the generation of a comprehensive biomarker
strategy together with the ensuing operational execution, including the identification of companion
diagnostics. Working in concert with a specialized
clinical trial in vitro laboratory can make the process
more seamless. A CRO can help by leading discussions on assay validation and regulatory pathways
for approval, while keeping feasibility, risks, costs and
timelines in mind as well. CROs may also be able
to enhance study delivery through predictive or machine-learning approaches and provide direct insight
to patient populations and sites of interest to improve
trial performance and timelines.
“For Bicara, it is important to work with a team
that shares the same voice as us,” said Bohr. “This
way, the CRO team is readily available to have discussions around patient safety with site investigators
appliedclinicaltrialsonline.com
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COMPANIES ORIGINATING AND FILING FDA REGULATORY SUBMISSIONS FOR NASs AND PERCENT OF
LAUNCHES BY NAS LAUNCH YEAR

THE SHARE OF EMERGING BIOPHARMA COMPANIES THAT ORIGINATED AND LAUNCHED THEIR OWN THERAPIES HAS BEEN
STEADILY GROWING.
SOURCE: IQVIA Institute, Dec. 2020

or help pre-select target patients based on clinical
and biomarker data insights, which improve efforts
on companion diagnostics. It would require a lot of
in-house resources for us to successfully oversee all
those key activities.”
Therapeutic and clinical trial expertise–
With exploratory drug development often focused on
multiple indications, a CRO with depth of therapeutic expertise can optimize clinical delivery enhancing
quality and reducing timelines. Furthermore, years
of therapeutic expertise and interaction with investigational sites ensure site engagement with heightened
interest and attention to the target patient population. That long-standing base of knowledge regarding delivery challenges within the therapeutic space
allows the CRO to prioritize the work needed for the
sponsor while knowing what challenges to anticipate.
Scalable solutions–Though a strong CRO
partner should have a wide range of end-to-end services to assist biotech companies, capabilities must be
scaled to best meet their individual needs.
The pandemic is a prime example, opening up
a greater degree of patient-centered approaches by
sponsors. Through remote monitoring capabilities,
telemedicine, digital tools and other decentralized solutions, sponsors and CROs worked together to pivot
strategies and maintain trial continuity. Implementing technology-based solutions that fit today’s needs,
appliedclinicaltrialsonline.com
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and can evolve and meet the sponsor’s future needs,
will increase probability of trial success.
Bohr notes, “During the pandemic, we were unsure of how we would continue to collect quality data
with overburdened hospitals and no on-site clinical
research associates. Working with our CRO partner,
the team quickly pivoted to coordinate with site institutions, through their established relationships, to
determine needs such as at home study coordinators
and telemedicine to continue collecting verified data
critical to understanding therapeutic dosage while
keeping patient safety top of mind.”
Staying agile–Understanding that biotech companies are under tremendous pressure to meet business objectives—especially one developing a single
asset—a CRO that can pivot on strategy and execution can help in this fast-paced environment. CROs
should be ready to support delivery of critical milestones, co-development with a pharmaceutical partner, or commercialization.
The right partnership between a sponsor and
CRO can fuel success through optimized clinical
trials. With clear communication and growing trust
between both groups, CROs can be an aligned collaborator to provide strategic guidance and help
address needs at each milestone on the clinical development pathway, which is critical as the development
landscape continues to evolve.
Applied Clinical Trials • September 2021
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Sample Size Re-Estimation
as an Adaptive Design
Laurence
Collette,
MSc, PhD
Consultant,
International
Drug
Development
Institute (IDDI)

Using the promising-zone approach can salvage an underpowered trial

A

n emerging trend for developers looking
for ways to increase the likelihood of
success and their return on investment
is adaptive trial designs. Def ined by FDA as a
“clinical design that allows for prospectively
planned modif ications to one or more aspects…
ba sed on accu mu lat i ng dat a,” 1 a n adapt ive
trial can help “de-risk” the arduous process of
drug development.
According to a paper in the Journal of the National Cancer Institute in 2017, the approach is motivated by “both ethical and resource considerations.” An integral feature of an adaptive trial is
the existence of an independent data-monitoring
committee (IDMC) or alternatively of a separate
dedicated independent adaptation committee, to
carry out interim review of accruing outcome data
that allow pre-specified adaptations to be made
while the trial is ongoing.
There are various types of adaptive trials and
of adaptations that can be proposed, each with
their risks and benefits. Sample-size re-estimation
(SSRE) is a family of designs that allow for increasing the sample size based on blinded or
unblinded interim data analysis of randomized
trials. This is important because research has
shown that underpowered clinical trials, when the
sample size is too small to reject the null hypothesis, is one of the common reasons a potentially
efficacious drug can fail to demonstrate its worth
during a study. 2
Sample-size calculations performed before the
start of a trial require assumptions about the hypothesized treatment effect and the outcomes in
each arm. Incorrect assumptions can result in a
trial being underpowered or even overpowered.
Both situations pose ethical and scientif ic concerns: either recruiting an insuff icient number
of patients without being able to fully answer the
research question or subjecting more patients than
necessary to a potentially inferior treatment when
there’s already sufficient evidence to answer the
research question. 3 Unblinded SSRE methods assess the validity of the assumptions and enable an
increase of the sample size based on the observed
interim treatment effect, if necessary. Unblinded
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SSRE methods inherit the group sequential capacity to stop the trial early as soon as the scientific
question addressed by the trial is answered.

The promising-zone approach

The promising-zone SSRE method was first described by Mehta and Pocock in 2011, based on earlier work by Chen et al.4 It allows to recalculate the
required sample size based on interim data, while
minimizing the inevitable risks of bias and type-I
error and yet, use a conventional test statistic at all
stages of the study.
At the last interim analysis for eff icacy, the
IDMC will use the observed data and the assumption that future treatment effect will follow the same
trend to re-calculate the conditional power. This
value will fall into one of three pre-defined zones:
Unfavorable: The observed treatment effect is
not sufficient to warrant the increase in sample size
needed to maintain study power.
Promising: The observed treatment is effect
is lower than expected, but assuming the observed
trend exactly ref lects the true effect and that the
trend continues, the power can be recovered, by
increasing the sample size.
Favorable: The observed treatment effect is sufficiently favorable, and no sample-size increase is
needed to maintain power.
It is a relatively simple approach to SSRE as
it allows using a conventional test statistic at the
end of the study, and, in some cases, can be very
benef icial. However, it is worth noting that the
promising-zone approach is not always the most
optimal. It can, as all SSRE methods, introduce
the risk of operational bias, and it creates additional
regulatory hurdles. Moreover, the promising zone is
defined on a statistical basis to enable the use a conventional test statistic, and not on clinical basis, and
has been criticized for that.

SSRE in practice

When used appropriately, this approach can confer
several benefits, not least of which is the ability to salvage a slightly underpowered trial, by adjusting the
sample size when interim results show a treatment
effect that is somewhat smaller than anticipated.
appliedclinicaltrialsonline.com
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Unlike other SSRE methods, it allows the use of
a standard test statistic without type-I error inflation. The promising-zone method is particularly
useful for small organizations with limited upfront
resources. Starting with the smallest sample size
and reasonably optimistic assumptions regarding
the treatment effect, they can then attract additional
investment to expand the study based on promising
interim data.
However, it is not a one-size-f its-all solution.
At IDDI, we recommend sponsors to compare
the risks and benefits of different forms of adaptive designs, including the more classical groupsequential designs, and select the one that best
suits their individual circumstances and likely total sample size. In many cases a group-sequential
design can be more advantageous than a trial
with unblinded sample-size adaptations. Sponsors
must also keep in mind that sample size re-estimation will be inefficient if the initial study was
largely underpowered.

Operational challenges

When unblinded SSRE is the right approach, sponsors and CROs must ensure they consider and respond to some added challenges.
First, the method can increase the risk of operational bias if the announcement of the SSRE
conveys the anticipation of an effective treatment.
To minimize that risk, it’s important to tell sites to
continue recruitment until asked to stop, without announcing the magnitude of the sample-size increase.
Moreover, knowledge of that increase can allow
“back-calculation” of the treatment effect, which undermines the blinded nature of the interim analysis
outside the circle of the IDMC.
The method also comes with increased regulatory
hurdles. These are similar for FDA and EMA,5 and
we expect similar requirements to be included in the
upcoming ICH E20.6 To comply, teams need to:
•
demonstrate, through extensive simulations,
that they have controlled for type-I error and
the chance of erroneous conclusions.
•
show that the methods used can correct for
the potential bias introduced by the adaptation and ensure an unbiased treatmenteffect estimation.
•
complete a pre-specification of the plan that
includes the timing of the interim analysis,
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•

and stipulates the SSRE method used (i.e.,
the promising-zone rule), and test statistics.
ensure unplanned changes are not inf luenced by knowledge of the data, and ensure the homogeneity of effects before and
after adaptation.

Conclusion

SSRE is a relatively new concept, but, thanks to
its simplicity, SSRE using the promising zone is
one that has grown in popularity in recent years.
It comes with a host of benefits: it can increase
study power, reduce upfront investment, and has
the potential to shorten trial duration, for example.
But it is important to note that it is not suited to
all situations.
Despite its appeal, the promising-zone method,
like other SSRE methods, comes with additional
logistical and regulatory hurdles, and organizations
must consider how each of these relate to their own
individual development program. Ultimately, organizations should choose the design that best suits the
needs of their study, because there is no panacea in
the world of adaptive clinical trials.

The promisingzone method
is particularly
useful for small
organizations
with limited
upfront
resources
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DATA MANAGEMENT

Driving Clinical Speed
and Agility Post-COVID
Sid
Mohamoodally
Senior Director,
Strategy, Vault
CDMS, Veeva
Systems

Improvements in data management and collaboration forge path to greater efficiency

H

G Wells said it best, “adapt or perish, now
as ever, it is nature’s inexorable imperative.” In life sciences, change is happening
out of necessity to navigate COVID-19 disruptions. The pandemic brought urgency to simplify
processes and keep studies going, accelerating
transformation across the industry. This is especially true in clinical data management, and
CROs have been at the forefront.
By adopting digital strategies and technologies,
CROs are embracing new ways of working to
meet growing sponsor requirements and patient
expectations. The improvements in collaboration
and efficiency have proven what is possible, and
now there is no going back.
As we get closer to a post-COVID-19 world,
sponsors and patients will look for the same levels of speed and agility. CROs are prepared to
take on the challenge by using agile study design and artif icial intelligence (A I ), incor porating data from remote data sources, and enabling connected clinical processes to accelerate
trial execution.

Streamline data build

COVID-19 stopped or delayed more than 2,000
clinical trials,1 exposing potential points of failure in how trials are conducted. This is true in
data management, where it takes approximately
72 days for monitors to conduct onsite source
data verification (SDV) for a study. 2 But as trials
slowed down at the height of the pandemic, new
COVID-19 treatment and vaccine studies presented an opportunity for CROs to innovate and
complete trials faster than ever before.
With the industry’s success in bringing vaccines
to market in much shorter periods, sponsors expect CROs to continue the momentum and deliver
faster cycle times throughout the development
process. One area with significant opportunity for
improvement is study start-up, where EDC study
builds take a mean cycle time of 69 days from
protocol approval to database go-live. 3 To improve the pace, CROs are using modern clinical
data management systems (CDMS) that empower
teams with agile study designs.
26 September 2021 • Applied Clinical Trials
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“ We found a lot of innovation using ag ile
study design, where we were able to set up COVID-19 trials in just a few weeks,” said Trevor
Grif f iths, director, clinical data management
at Syneos Health. “To do this, we developed
standards specif ically for COVID-19 trials and
worked hand in hand w ith our partners and
technology providers.”
Unfortunately, protocol changes—which were
exceedingly common in COVID-19 trials—are
the top cause of build delays. In today’s climate,
sponsors expect to see these changes handled
quickly and efficiently. Month-long delays, manual processes, and inf lexible systems are no longer acceptable, especially for mid-study changes.
More CROs are adopting CDMS to eliminate
downtime when making amendments, regardless
of the visits and rules impacted.4

Accelerate data cleaning

The use of new external data sources in trials increased during the pandemic, presenting numerous challenges for data managers. The industry
is already embracing sources like real-world evidence or wearables. With studies shifting from the
clinic to patient homes, alternative means of gathering data are rising. This change exacerbates the
downstream issues of incorporating diverse data
sets, increasing the need for solutions to manage
data from disparate sources.
Cleaning remains a challenge since it requires
the review of a growing volume of data points.
More CROs are looking for scalable, f lexible
technology to accelerate the process.
“COVID-19 kickstarted the use of AI for data
cleaning, especially because we were working on
massive vaccine trials with tens of thousands of
subjects,” added Griffiths. “We were able to successfully train and program AI, nearly eliminating manual review of medical data.”
Today’s data aggregation tools, analytics solutions, and pre-built integrations are essential to
making this a reality. “Externally, a connected
approach addresses the issues of multiple sources
for data but working with different functions internally requires having a strong workbench,”
appliedclinicaltrialsonline.com
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DATA MANAGEMENT

TOP DRIVERS FOR UNIFIED CLINICAL OPERATIONS

FIGURE 1. A 2020 SURVEY EXAMINING THE PROGRESS TOWARDS MODERNIZING THE CLINICAL LANDSCAPE FOUND THAT THE TOP DRIVERS
TO BRING TOGETHER SYSTEMS ARE GREATER TRANSPARENCY AND A REDUCTION IN MANUAL, PAPER-BASED PROCESSES.
SOURCE: Veeva Systems

said YaFang Wu, senior director, Parexel. “By using both, you’re able to manage different information and paths altogether, in one single area.”
Applying data workbench and AI strategies
will help data teams perform rapid data cleaning
and accelerate lock times.

Remote data sources

The increased adoption of decentralized approaches represents a positive development in the
industry, and CROs are leading the charge to enable a more patient-centric, digital clinical trial.
For example, using applications for eConsent or
electronic patient-reported outcomes (ePRO) allows researchers to collect and record patient consent and clinical data digitally, making it easier to
review, share, and report information.
“With limited access to research sites, we
quickly had to adapt and implement a more patient-centric approach to bring trials to the patient,” said Sam Ryan, director of data management at ICON. “We expect this trend will remain
beyond COVID-19 to assure f lexibility for patients, meaning an increase in home visits, more
technology, and an explosion of data.”
appliedclinicaltrialsonline.com
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Leveraging decentralized approaches reduce
the patient burden of participating in trials and
ease the administrative burden on research sites.
For CROs, the increase of patient information
sources added complexity in managing the data
produced during the trial.
“The explosion of data driven by decentralized
approaches, like wearables and sensors, presents
an opportunity to reimagine the data manager.
Making roles more technical and data sciencefocused can ensure companies have the people to
set up, oversee, and manage each interconnection
and data source in a trial,” added Ryan.
CROs are evolving their infrastructure for
greater oversight and control. With the right systems and people in place, they can ensure accurate data, manage change proactively, and
accelerate trials.

Bringing together data and ops

As shown in Figure 1 above, CROs are advancing toward unifying their clinical systems for
better visibility and oversight (70%), reduced
manual processes (69%), and improved study
quality (60%). A big part of achieving those imApplied Clinical Trials • September 2021
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DATA MANAGEMENT

CLINICAL COLLABORATION

FIGURE 2. CONNECTING CLINICAL DATA MANAGEMENT AND OPERATIONS CAN INCREASE VISIBILITY AND STREAMLINE INFORMATION
EXCHANGE ACROSS STUDY START-UP, EXECUTION, AND CLOSEOUT.
SOURCE: Veeva Systems

provements is connecting clinical data and trial
management systems to automatically exchange
new records and updates to existing subjects
quickly and easily.
With an integrated approach, shown in Figure 2 above, pharma companies and CROs can
streamline processes like remote monitoring, allowing clinical research associates to seamlessly
navigate from monitoring visits to subject case
books for SDV. Bringing together data and operations increases cross-functional efficiency and
visibility, enabling leaders to proactively manage
studies and identify issues early on.
A unified approach to clinical automates data
transfers, eliminating the need for duplicate data
entry and, in turn, reducing transcription errors.
With a single log-in, study teams can access realtime patient enrollment and status information to
speed study start-up, a critical area that accounts
for 61% of total trial cycle times. 5

Faster, nimbler trials

Life sciences is especially adept at identifying
problems, putting together new formulas, and ap-
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plying learnings. COVID-19 placed the industry
on a steep curve, and the lessons coming out of it
have improved clinical trial processes.
Sponsors and CROs have enabled more connected ways of working in studies powered by
agile digital solutions. Whether onsite, decentralized, or hybrid, tomorrow’s trials will be
conducted in a way that is most convenient
to sites and patients and will be executed by
teams who have brand new skillsets. The shift is
long overdue.
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CLOSING THOUGHT

Pierre Pellier, MD
CEO, CTMA
Over the last 30
years, digitization
has fundamentally
revolutionized
the clinical
trials’ process

A Look Back:
How Far Clinical Trial
Technology Has Come

O

bserving the many digital applications available nowadays to assist in data generation and
collection in the field of clinical research, has made me reflect on how differently we did this
in the past. When I started my career in the industry as a clinical research physician in the
early 1990s, paper was the norm. Most clinical studies’ data collection took place on paper. Investigators would fill in case report forms (CRF) using triplicate (or sometimes quadruplicate, depending on
the appetite of the sponsor), which clinical research assistants would tear, distribute to the various
study folders and carry back to the office. Besides the medical information included in the CRF, paper
was also the primary tool for most of the patient-reported outcome data.

If you were working in a disease area where one
could not rely on any objective measures (eg:
glycemia) but rather where the primary outcome
measure for your trial was based on symptoms
reported by patients on a daily basis, then you
had to rely on paper collection.
That is until providers began to develop digital tools that could be programmed to collect specific data, at a specific time, and provide a time
stamp for data entry.

Digital’s first steps

Some significant steps took place to introduce
digital solutions for pre-clinical studies, data
generation and collection in early Phase I studies.
It suddenly became possible to generate, capture
and organize healthy volunteer data automatically. This was also the time when the first electronic CRFs started to appear. Seen with today’s
standards in mind, the early solutions looked a
little clunky; instead of using what would now
be known as cloud-based solutions, these electronic CRFs were individual computer laptops
that usually belonged to the sponsor or the CRO
running the study. If an investigational site was
running several studies at the same time, this
site may have had to store as many computers
as studies. Digital solutions were also introduced
in other areas, such as centralized patient assessment, image analysis and the creation of centralized reading centers.
The movement to develop and introduce digital solutions in clinical trials sped up, with more
sophisticated disease area-specific solutions being
developed and piloted into clinical trials. For the
first time, these solutions were able to objectivize
and quantify biological or physiological changes
30 September 2021 • Applied Clinical Trials
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related to the effect of the intervention on the
disease process, and place it into the context of
the real patient’s life. For disease areas relying
primarily on subjective outcome measures, these
solutions prove invaluable. However, many of
these remain add-ons to what is otherwise being
used or collected in normal practice, which generates additional costs and complexity to deploy.

Devices and decentralization

All is now changing with solutions that can be
fully integrated to devices most of us carry with
us, like our smart phones. These devices, which
follow us almost all the time, provide a goldmine
of information pertaining to our functioning as
individuals. They are able to observe our daily
activities, in a very unbiased fashion. Coupled
with disease-specific applications, the combination becomes a powerful tool to assess how we
function in healthy and diseased states. This
opens the door for increasingly decentralized
clinical trials, with the participation of truly
empowered patients–for whom clinical trials may
represent an important therapeutic alternative.
Over the last 30 years, digitization has fundamentally revolutionized the clinical trials’ process. Data generation, standardization and hypothesis testing capabilities have been hugely
enhanced, at the same time the deployment of
digital solutions has become easier. Data collection and facilitating patients’ knowledge, information and detection has also been a game
changer. By combining real world evidence and
disease specific measurement through increasingly powerful data analytics at an affordable
cost, digital technologies have completely transformed the clinical trials landscape.
appliedclinicaltrialsonline.com
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