
“This practice assumes that all sites have an
inherent quality issue and that every data
point must be verified,” Mr. Given says. “Ba-
sically, the practice subscribes to the one-bad-
apple-spoils-the-bunch philosophy.”

The reality, however, is that many sites are
well managed and able to collect accurate and
reliable clinical trial data. And, Mr. Given
says, with the updated FDA guidance, it’s clear
that 100% source data verification is not a re-
quirement. 

“Rather than assuming all sites have qual-
ity issues, risk-based monitoring takes a tar-
geted approach using data analytics to identify
specific areas of risk and deploy monitors with
a specific remit to eliminate or reduce the im-
pact of such areas of risk,” he says. “In addition
to enhancing the site monitoring process, the
approach focuses on building quality into the
protocol from the start and redefining what
quality data means — data that are not 100%
error-free, but is ‘fit for purpose.’”

“Today, there’s mounting evidence that
100% SDV minimally impacts data quality,”
Mr. Given says. “Thus, many organizations
have started actively redefining their approach
to monitoring with a more risk-based focus.
We have analytics that represent thousands of
recent, global clinical trials in all phases of de-
velopment across all therapeutic areas, which
show that less than 3% of all electronic case re-
port form data are actually changed due to

Denise Myshko

post-data capture monitoring and data clean-
ing. Data analytics from our platform also re-
veal that the percentage of SDV coverage
measured industrywide is trending downward
at a modest rate, from 92% in 2008 to 84% in
2012.”

As many sponsors have learned, conducting
100% source data verification at every inves-
tigative site is not the answer to ensuring data
quality, nor is it an efficient use of resources or
time. 

“This process typically accounts for 30% of
a sponsor’s overall costs, but results in less than
3% of any data changes post-monitoring
visit,” says Marc Buyse, Sc.D., founder of Clue-
Points. “This is a highly time-consuming ac-
tivity that cannot be shown to adequately en-
sure the integrity of the research process.
Traditional on-site monitoring demands hun-
dreds of man hours that in the current climate
sponsors simply cannot afford.”

Sponsors have been using a cookbook ap-
proach to monitoring, says Brian Bollwage,
VP, strategic regulatory affairs at Theorem
Clinical Research. 

“In the late 1980s, the FDA, in an attempt
to be helpful, issued a guidance document re-
garding monitoring of trials in which there
was an example that suggested that adequate
monitoring of sites was every four to six
weeks,” he says. “The industry seized on that
statement in the guidance and that became the

hat started as a way to
make sure data were accu-
rate and reflected the
original source, clinical
trial monitoring has be-

come time-consuming, expensive, and ineffi-
cient. 

Over the past two decades, the number and
complexity of clinical trials have grown dra-
matically. This has created new challenges for
clinical trial oversight, particularly increased
variability in clinical investigator experience,
site infrastructure, treatment choices, and
standards of care. 

At the same time, monitoring of trials has
not really evolved or taken advantage of tech-
nologies that could improve the quality and ef-
ficiency of sponsor oversight of clinical investi-
gations. 

Until recently, the standard paradigm for
clinical site monitoring was to conduct routine
site visits every four to 10 weeks with 100%
source data verification (SDV) in most cases.

According to Kyle Given, principal at Me-
didata Solutions, given the clinical research in-
dustry’s conservative interpretation of the
FDA’s guidance, sponsors have historically per-
formed 100% source data verification and re-
view. Clinical monitors review every detail
listed in subjects’ medical charts to confirm
that investigators properly report safety and ef-
ficacy data. 

W
The FDA’s new guidance about monitoring provides for 

remote and risk-based monitoring, which offers a more thoughtful process.

a New way
to Ensure 
Quality
Data

RISK-BASED MONITORING
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ing can result in a potential 15% to 20% in
trial cost savings.

Risk-based monitoring is a framework to
assess risk in clinical trials and come up with
strategies for addressing those risks. 

“Risk-based monitoring is a mind shift
away from how we have traditionally done
monitoring, which is by overseeing compli-
ance by sending a CRA out to a site and doing
one-to-one source data verification,” says Dan
White, VP of global operations, at Quintiles.

Mr. White says regulators are trying to
communicate that the industry has overengi-
neered clinical monitoring.

“Regulators are recommending that com-
panies start thinking outside the box,” he says.
“In the draft guidance, there were references
around using technology and focusing on the
key data points and not assuming that 100%
source data verification is going to produce
the best quality data at the end of the day.” 

This approach involves adjusting the mon-
itoring strategy based on a level of risk, re-
flecting the reality that 20% of clinical trial
sites contribute to 80% of quality issues, says
Chitra Lele, Ph.D., chief scientific officer at
Sciformix.

“Both the FDA and European Medicines
Agency are urging greater reliance on central-
ized monitoring practices to identify when
on-site monitoring is truly required and this
can be based on assessment of key risk indica-
tors,” she says.

Mr. Wozniak says GlaxoSmithKline has
aligned with these approaches and techniques. 

“We are developing, refining, and piloting

enhanced procedures and processes within that
methodology and will continue to expand the
use across our programs,” he says. 

Sanofi is another company that is working
to implement risk-based monitoring. The
company is in the process of developing a plan
across the entire portfolio, says Lori Convy, as-
sistant director, clinical research monitoring,
at Sanofi.

“We’re taking small steps as we look at our
ongoing studies, learning more about the risk
assessment process, and how we can imple-
ment this approach within our studies,” she
says. “We are going through a convergence
process, bringing all of the Sanofi entities
under one umbrella and we’re attempting to
unify all of our processes so that we are all
working in the same systems and under the
same SOPs, creating an opportunity for an or-
ganized transition to risk-based monitoring.”

Several years ago Sanofi changed its moni-
toring to a targeted random source data verifi-
cation program, but that is still a manual
process that CRAs find difficult and compli-
cated. As the emphasis on source data verifica-
tion decreases, the switch to risk-based moni-
toring will provide opportunities for remote
monitoring, Ms. Convy says.

“CRAs will be able to have a more global
perspective of a trial and can look more holis-
tically at the data to determine when there is
elevated risk at their sites,” she says. “We hope
to be able to provide them with better tools to
look at how their sites compare with other
sites and to have a better understanding of the
risk process. If a site appears to be an outlier in

industry norm. But the FDA never meant to
do that.”

The current process was developed by the
industry to meet the perceived requirements
of the FDA and other regulatory bodies to
make sure the process is statistically correct,
says Rick Morrison, CEO of Comprehend Sys-
tems.

“What has become apparent is that this
process is extremely expensive and ineffi-
cient,” he says. 

But now both the Food and Drug Admin-
istration and the European Medicines Agency
have issued guidances to address clinical trial
monitoring. Regulators have suggested an al-
ternative way of monitoring the quality of
trial data. The FDA’s guidance, for example,
encourages sponsors to use electronic systems
and focus oversight activity on preventing
risks to data quality, patient safety, and trial
integrity.

Industry experts say electronic data capture
technology can be leveraged for use with a
risk-based monitoring method to ensure qual-
ity.

“Some of the individual concepts that are
being defined and talked about in risk-based
monitoring have been evolving over the past
few years,” says Craig Wozniak, head of
Americas clinical operations at GlaxoSmith-
Kline. “Risk-based monitoring brings a holis-
tic approach that emphasizes risk assessment,
key risk indicators, leveraging central data
monitoring, and sampling approaches for on-
site monitoring activities.”

Experts say risk-based monitoring repre-
sents a smarter way to monitor clinical trials,
with a holistic, dynamic approach focusing on
risk factors with the intent to increase patient
safety and data integrity while maintaining
compliance with industry regulations. In fact,
PwC predicts the use of risk-based monitor-

“ Monitoring can take

up to 30% of the cost of a

clinical study, and it can

be very inefficient. ”
RICK MORRISON

Comprehend Systems

“ risk-based monitoring is a

smart approach that  attempts

to make monitoring more

 effective by focusing on known

problem areas or risks. ”
DR. CHITRA LELE /  Sciformix
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one capacity or another, CRAs can determine
what is causing the discrepancy and how they
can intervene as the monitor for the site.”

The FDA Guidance

The FDA’s guidance, issued in August
2013, stresses that a risk-based approach to
monitoring does not suggest any less vigilance
in oversight of clinical investigations. Rather,
it focuses sponsor oversight activities on pre-
venting or mitigating important and likely
risks to data quality.

The guidance describes strategies that
focus on critical study parameters and relies on
a combination of monitoring activities to
oversee a study effectively. For example, the
guidance specifically encourages greater use of
centralized monitoring methods when they
are appropriate.

Mukhtar Ahmed, global VP, life-sciences
product strategy, at Oracle Health Sciences,
says there are several core principles to risk-
based monitoring: early and ongoing risk as-
sessment; building quality by design into the
study; identifying and tracking critical
processes and critical data; the use of risk in-
dicators and thresholds; partial source data
verification; and the use of centralized, off-

site, and adaptive monitoring while the study
is under way.

Mr. Bollwage says the agency is now sug-
gesting that sponsors have a more thoughtful
process of monitoring, with analysis of the
risks associated with the particular clinical
trial and using that analysis to determine the
type of monitoring practices that are appro-
priate. 

“There may be some studies where onsite
visits are still a good idea but the FDA is rec-
ognizing that with the advent of electronic
data entry technology, remote monitoring can
be much more effective and more cost-effec-
tive than visiting sites,” he says. 

Dr. Lele says an optimized monitoring
strategy can be determined based on risk rat-
ings and KRIs corresponding to other factors
such as patient safety (rates of adverse events
and serious adverse events), treatment com-
pliance (percentage of patients with delayed
or reduced dose or with treatment discontin-
uation), data management (delays in complet-
ing and sending case report forms, query
rates, query resolution times), and other as-
pects of study conduct (actual vs. target re-
cruitment rate, percentage of patients with
protocol violations, percentage of dropouts).

“This approach requires a priori and on-

going evaluation and analysis of data on KRIs
to define the monitoring strategy and plan
and to adapt it in real-time,” she says.

Mr. Bollwage says the guidance allows for
flexibility for companies to make determina-
tions on a case-by-case basis about what makes
sense and what protects patients and protects
the integrity of the data in the monitoring
choices being selected.

“The important thing to emphasize here is
that the FDA is asking the industry to think,”
Mr. Bollwage says. “Regulators are challeng-
ing the industry to think about risk and the
safety monitoring plans. They want compa-
nies to consider reviewing data remotely on a
real-time basis to have the opportunity to
identify certain safety issues and problems
even earlier than could be determined with an
onsite visit.”

Andy Grieve, senior VP of clinical trial
methodologies at Aptiv Solutions, says the
FDA’s guidance was in response to the realiza-
tion that sponsors are using a huge amount of
resources to check data that are, in fact, accu-
rate. In fact, he says there are about 2.5% er-
rors when databases are compared with the
source.

“Many sponsors have spent resources on
100% source data verification only to find
that the data are accurate and reflect what is in
the source,” he says. “When monitors spend
their time doing source data verification, there
is little time left for other strategies that can
improve site data quality. For example, it
might be a more valuable use of the monitor’s
time to talk to the research staff.”

Mr. Bollwage says by using a risk-based
monitoring approach, monitors are better able
to address other issues that might be impact-
ing data quality.

Monitoring

“ when monitors spend

their time doing source

data  verification, there is

little time left for those

other strategies that can im-

prove site data quality. ”
ANDY GRIEVE /  Aptiv Solutions

“ risk-based monitoring is

a mind shift away from how

we have traditionally done

 monitoring in the past. ”
DAN WHITE /  Quintiles
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“This type of monitoring would be done
based on the protocol,” he says. “It would de-
pend on the drug itself, the risk associated
with the drug, any risks that have been iden-
tified in a preclinical research setting, the pro-
tocol, how many patients are exposed, how
aggressive the dosing is going to be, etc. A
risk assessment can be generated on a protocol
basis and that can determine the best use of
onsite monitoring and remote monitoring.”

Assessing the Risk

According to Mr. Given, risk factors
should be assessed at the portfolio level (e.g.,
therapeutic area or IP category) when design-
ing clinical trials using quality-by-design
principles and at the study level, where risk
factors manifest themselves in various ways.

“There are three different categories of risk
that may impact the outcome of any clinical
trial: poor performing sites, unexpected
changes to key safety and efficacy data, and
protocol design compliance issues,” he says.
“An issue that falls into each of these cate-
gories may develop in any clinical trial. It is,
therefore, critical to have data analytics that
look at all three areas of risk. 

“Poor performing sites may generate inac-
curate or incomplete clinical data,” he adds.
“Additionally, the clinical data collected may
reveal a safety issue associated with a com-
pound, indicating the need for additional in-
vestigation. An example of the third area of
risk could be that a trial’s protocol has been
designed in such a way that its primary objec-
tives may not be met due to a dosing compli-
ance issue that may diminish the efficacy of
the investigational product, for example.” 

Jill Collins, senior director, integrated clin-
ical processes, at INC Research, says when as-
sessing the factors that lead to risk it’s best to
look at studies holistically and assess the risks
along the life cycle of the programs, specifi-
cally evaluating the medical and scientific
risks, the regulatory risks, and the operational
risks. 

“By assessing these areas it’s possible to
identify potential impacts to patient safety,
delivery of the study, and barriers to ap-
proval,” she says. “In addition, there are op-
portunities to eliminate risk early in the life
cycle of the study, and where it cannot be
eliminated, plan mitigation strategies.”

Dr. Buyse says a wide variety of factors can
lead to risk in clinical studies including, but
not limited to, human error, sloppiness, faulty
processes, fraud, and the fabrication of data. 

“Certain data anomalies and other non-ran-
dom data distribution may be more readily de-
tected using risk-based strategies, and as a re-
sult overall quality of data can be improved.”

Role of Technology 

As with many areas of clinical research, the
field of risk-based monitoring has been opti-
mized through the introduction of automated
technologies that are making processes more
efficient. 

The availability of data and its analysis in
real time is a major prerequisite of effective
risk-based monitoring, Dr. Lele says. 

“This can be achieved by implementing
tools and technologies such as EDC,” she says.
“Other tools provide seamless integration of
data from various sources and access to the data
on a common platform. In addition, data visu-
alization tools are important for the successful
execution of a risk-based monitoring plan. Sev-
eral technology-based solutions have been de-
veloped, which integrate all data, analysis, and
visualization needs into a single tool/product.”

Mr. Morrison says combining different
data collection systems and putting in real-
time analytics and alerting tools allow compa-
nies to automatically monitor data for statisti-

cal anomalies and common key risk indica-
tors. 

“They can set up alerts and incorporate
these into a monitoring plan to proactively
make sure that big problems don’t happen,”
he says. “Technology can improve monitoring
more than ever before.”

Any problems with overall data can be
picked up by other systems, Mr. Grieve says.

Realizing Value 
from Risk-based Monitoring

» Assess technology: Companies interested

in pursuing risk-based monitoring should

first map the route to integration. They

should evaluate current technologies and

identify gaps.

» Frame risk: Companies should map a risk-

evaluation framework, from what the initial

risk assessment is to how the algorithm will

interpret the data, and evaluating fixed and

dynamic risks as well as the parameters

that contribute to risk.

» Define roles, governance, and process:

An end-to-end process that defines roles,

responsibilities, and activities associated

with new risk-based monitoring is critical to

effective roll out of risk-based monitoring. 

» Pilot and roll out the plan: The final piece

of the integration is pilot and rollout. As

new trials begin, a company can gradually

transform, for instance, all therapeutic areas

to risk-based monitoring. Prior to the pilot,

companies should begin a change

 management plan.

Source: PwC

“ today, there’s mounting

 evidence that 100% source

data verification minimally

impacts data quality. thus,

many  organizations have

started  actively redefining

their approach to

 monitoring with a more

risk-based focus.”
KYLE GIVEN /  Medidata Solutions

“ with risk-based monitoring,

there are true opportunities to

drive and improve the quality of

development and get people

thinking holistically about the

approaches. ”
CRAIG WOZNIAK /  GlaxoSmithKline



“Data management has checks that will
pick up gross errors,” he says. “Statisticians
have approaches to identify outliers in data.
There are other systems backing up source
data verification and there are certain logical
checks that can be made.”

The shift to a more holistic and ongoing
risk assessment model and the use of critical

data and processes actually places greater de-
mand on clinical systems, Mr. Ahmed says.

“The move to targeted source data verifi-
cation and centralized, off-site, and adaptive
monitoring, results in a new e-clinical ‘foot-
print’ to enable risk-based monitoring,” he
says. “The core clinical systems required for
effective and proactive risk-based monitoring
include activity-based study modeling, clini-
cal development scenario simulations and im-
pact analysis, and true end-to-end clinical
data management including planning, study
startup and design, EDC, and data warehous-
ing, CTMS, and safety.”

“In the FDA’s current thinking on clinical
trial oversight and the development of RBM
strategies, several techniques are listed that
may be considered by sponsors,” Dr. Buyse
says. “One such method is the use of statisti-
cal techniques in the form of central statisti-
cal monitoring or CSM. CSM monitoring de-
termines the expected values of each variable
by assessing the data from all investigative
sites involved in a study in order to identify
statistical outliers.”

Through considered allocation of resources
for monitoring clinical studies, sponsors have
the opportunity to realize considerable cost
and time savings, while improving overall
data quality, Dr. Buyse says. 

“However, to date, risk-based monitoring
approaches have largely relied on key risk in-
dicators, summary statistics that are prede-
fined by the sponsor that potentially reveal
deviations in the study conduct,” he says. “Al-
though KRIs are effective and should be part
of a RBM strategy, they identify centers at
risk based on predefined variables and known
risk factors. As such, this methodology may
overlook hard to detect data issues. 

“By comparison, the use of central statisti-
cal monitoring technologies is helping to
overcome these limitations by not solely fo-
cusing on pre-defined criteria,” he continues.
“Instead, the technique used is agnostic and
analyzes all data to detect outlying investiga-
tive sites. As a result, the approach is able to
detect issues, such as a lack of variability or
implausible values, that are unlikely to be de-
tected by other methods.”

The CRA Advantage

The role of monitors is more important
than ever in a risk-based approach, Ms.
Collins says. 

“Both on-site and central monitors have an
essential role in this type of monitoring
model,” she adds. “They will be engaged in

high-value tasks with a greater emphasis on
overseeing critical site processes and gaining
early insight into when a site has any risk in-
dicators. They will have a great opportunity to
course correct at the earliest time point, miti-
gating significant issues.”

Mr. Ahmed says since source data verifica-
tion is a time-consuming activity for moni-
tors, a risk-based approach allows CRAs to
focus on more critical compliance activities on
site such as patient informed consent, comple-
tion of essential documents, and site compli-
ance with the study protocol and GCP.

“Mobile apps are emerging that provide
CRAs with visibility into real-time trial and
site operational data that help them deter-
mine, based on critical data and process indi-
cators such as screen failure rates, if they can
skip a planned visit or make an unplanned
visit,” he says. “CRAs can leverage this in-
creased mobility to help them manage the on-
site visits they do make so they are more effi-
cient and productive.”

Mr. Wozniak says CRAs still have a key
role in monitoring. 

“It is really important for us to streamline
communications with the sites and be clear in
our accountabilities internally,” he says. “I see
the CRA as having a critical point of account-
ability for engaging the site staff, managing
that relationship, communicating and dis-
cussing issues, retraining, and working with
the sites to effectively execute the protocol and
use systems.”

He says the monitors of tomorrow will
need to be able to navigate new systems and
interpret information from key risk indicators
and monitoring to help determine where and
when to mitigate.

Dr. Lele says to get most from the time
spent on site, a monitor should review data for
trends and identify potential issues. 

“The monitor continues to have accounta-
bility to verify and confirm any issues that
may have been remotely identified as poten-
tial issues,” she says. “There’s also an impor-
tant in-house component to the monitor’s role
in the risk-based monitoring world. In addi-
tion to having the required insights and un-
derstanding of the protocol, the sites, and the
data, monitors are now working closely with
the data management and clinical program-
ming teams to provide data quality
support.” PV

“ with the advent of electronic

data entry technology, it’s

 possible to monitor remotely

much more effectively and more

cost-effective than by visiting

sites. ”
BRIAN BOLLWAGE

Theorem Clinical Research

“ traditional on-site

 monitoring demands hundreds

of man hours, which in the 

current   climate sponsors simply

cannot afford.”
DR. MARC BUYSE /  CluePoints
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nstead of treating risk-based moni-
toring as bolt-on addition to current
monitoring practices, companies
should fully integrate it into the
R&D organizations.

This requires financial, operational and
time commitment, according to experts at
PwC.

Mukhtar Ahmed, global VP, life-sciences
product strategy at Oracle Health Sciences, says
successful risk-based monitoring comes down
to three factors: first, the up-front risk assess-
ment identifying the critical data and processes
for that study; second, the consistent and qual-
ity design and application of that risk assess-
ment across both the organization — for exam-
ple, people, partners, processes, and
investigator sites — and across the trial work-
flow — for example, clinical systems, protocol
design, and trial design — and finally, the abil-
ity to quickly and easily track the critical data
and processes identified in the risk assessment.

“One interesting finding from the Trans-
Celerate consortium was that source data veri-
fication may be less critical than thought to
lowering risk,” Mr. Ahmed says. “TransCeler-
ate member companies conducted a retrospec-
tive analysis to assess queries identified via
source data verification to find the percentage
of queries found in critical data. The total was
only 2.4%, suggesting that source data verifi-
cation has little impact on the quality of the
data. In addition, other studies suggest that
data anomalies and fraud, such as non-random

data distributions and fabrication of data, may
be more easily detected by centralized moni-
toring techniques than by on-site monitoring.”

Risk-based monitoring is a methodology
and not a standard, with common principles
generally shared across regulatory authorities
and industry, Mr. Ahmed says.

“That said, the FDA guidance and the
TransCelerate position paper, both issued in
2013, offer guidelines on how to approach
risk-based monitoring,” he says. 

In June 2013, TransCelerate released a
methodology that shifts monitoring processes
from excessive concentration on source data
verification to comprehensive risk-driven
monitoring. Instead of relying heavily on on-
site monitoring, which severely limits the
ability to identify and prevent issues, Trans-
Celerate’s recommendations are driven by cen-
tralized and off-site monitoring techniques, as
well as adaptive on-site monitoring. This ap-
proach makes it possible to oversee study pa-
rameters holistically and maximize on-site
monitoring findings, bringing into balance ef-
fort and value gained, while mitigating risks
and detecting any issues early, or preventing
them entirely. 

It’s important to establish a risk assessment
paradigm, says Brian Bollwage, VP of global
regulatory affairs at Theorem Clinical Re-
search.

“This should be put in place early in the
process so that as the protocol is being devel-
oped and the sample size and primary end-

points are being determined, a risk analysis can
be performed and be put in place so that when
protocol is being finalized there is a clear view
as to what the monitoring plan should be,” he
says. “The monitoring plan should not be de-
signed after the fact; it is something that

Risk-Based Monitoring 
Key Best Practices

» Identify critical data and processes to be

monitored (e.g., verification that informed

consent was obtained appropriately)

» Conduct a risk assessment to identify

 potential causes of risks that could affect

the collection of critical data or the

 performance of critical processes

» Consider key factors, such as complexity

of the study design, types of study end-

points, and clinical complexity of the study

population

» Create a well-designed and articulated

protocol as well as a case report form (CRF)

that captures data accurately and facilitates

consistent data collection across

 investigator sites

Source: Mukhtar Ahmed, Oracle Health Sciences

Industry experts discuss how to make the most of risk-based monitoring.

Best Practices 
for Risk-Based
Monitoring

I
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should be designed along with the develop-
ment of the protocol.”

Rick Morrison, CEO of Comprehend Sys-
tems, says a best practice is to ensure technol-
ogy is in place to allow data to be auditable. 

Andy Grieve, senior VP of clinical trial
methodologies at Aptiv Solutions, says it’s im-
portant not to lose sight of the big picture and
the objective of the clinical trial.

“The objective of the clinical trial is to
make decisions about the effect of a treat-
ment,” he says. “The question I would pose to
sponsors is: how can we be confident we are
coming to the right conclusion? We need to be
confident that the data allow us to make the
appropriate decisions about the effectiveness of
a treatment.”

Mr. Grieve suggests companies consider a
hybrid approach to monitoring, where data
that sponsors deem to be critical, including
primary endpoint and safety data, will be
checked using 100% verification, and non-
critical data, however that is defined, will be
checked using a statistical approach. 

Craig Wozniak, head of Americas clinical
operations at GlaxoSmithKline, says it’s im-
portant for teams to have a well-designed plan,
be well trained, motivated, and have strong
leadership and communication. 

“Successful implementation requires good
leadership, as well as well-trained staff,” he
says. “It’s important for a company to put in
the right resources and to think about all of the
stakeholders involved. Risk-based monitoring
is not just about CRAs. It is an approach that
will have an impact on all functional areas that
make up a study team within the sponsor com-
pany and the CRO.”

Mr. Wozniak says sponsors also need to
think about sites. 

“Sponsor and CRO staff need to clearly ar-
ticulate what risk-based monitoring is and
how it will affect site staff,” he says.

Mr. Wozniak says internally, pharmaceuti-
cal companies have to have leadership that
will champion a risk-based approach within
the organization. 

“Risk-based monitoring involves cross-
functional areas,” he says. “It’s really important
for all of the groups — data management, sta-
tistics, clinical monitoring — to be on the
same team designing an approach to imple-
ment risk-based monitoring.”

Lori Convy, assistant director, clinical re-
search monitoring at Sanofi, stresses the need
for understanding change management issues. 

“Companies have to understand the level of
impact on the organization beyond just the
systems,” she says. “It’s about effectively get-
ting the message out about what risk-based
monitoring is and how the company plans to
implement this model in the future.”

Kyle Given, principal at Medidata Solu-
tions, says when it comes to risk-based moni-
toring, companies should consider several fac-
tors. 

“Careful selection of risk factors is impor-
tant,” he says. “Too many risk factors may end
up creating signal noise, limiting the ability to
detect quality signals effectively. Also, data an-
alytics related to risk factors must be pro-
grammed with high sensitivity to quickly and
reliably alert study teams to developing qual-
ity issues as well as quality improvements at
the study or site level.”

Jill Collins, senior director, integrated clin-
ical processes, at INC Research, says the most
important best practice is to remember risk-
based monitoring, or strategic data monitor-
ing, is not a one-size-fits-all solution when it
comes to implementation.

“Each study has unique features and re-
quirements that when assessed for risks require
an individualized approach,” she adds. “The
approach to evaluating risk and planning a
monitoring strategy should follow a standard
format but retain the flexibility to provide a
workable solution. The importance of change
management also cannot be overstated. To
make strategic data monitoring work effi-
ciently requires a shift in processes and mind-
set, so it is critical that these changes in ap-
proach are carefully managed to produce the
best results.” PV

“as the protocol is being

 developed and the sample size

and primary endpoints are being

determined, a risk  analysis

needs to be performed and put

in place so that when the

 protocol is being finalized there

is a clear view as to what the

monitoring plan should be. ”
BRIAN BOLLWAGE

Theorem Clinical Research

“ risk-based monitoring is an

 approach that will have an

 impact on all functional areas

that make up a study team

within the  sponsor company

and the cro. ”
CRAIG WOZNIAK /  GlaxoSmithKline


