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Dear Clinical Research Professional,
Clinical Researcher is your journal. Those of us on 
ACRP’s Marketing & Communications staff work 
with the members of our Editorial Advisory Board 
to brainstorm and shape the journal. We edit it. We 
design it. But you are the content. You are the heart 
of the publication. Your writing is what makes peo-
ple pick up Clinical Researcher every other month. 
They are looking to learn. To earn certification 
credits. To understand new trends, and to benefit 
from new ideas and best practices.

Simply put, this journal would not exist without 
your contributions. We look to you to provide 
insightful articles drawn from your own experi-
ences and observations. What’s working for you? 
What mistakes or problems have you encountered 
and solved? Where do you think the clinical 
research enterprise is going?

You have questions. But you also have answers. 
We need to share our collective lessons learned. You, 
and your colleagues, can often solve each other’s 
challenges—or at least highlight your concerns— 
by contributing articles to Clinical Researcher.

I won’t sugar coat this: We don’t publish 
everything we receive. We adhere to a peer-review 

process and the bar is high. It’s part of our com-
mitment to bring you the best possible publication. 
That said, our Editorial Advisory Board members, 
serving as our reviewers, are quite willing to work 
with you if needed. Some articles are accepted 
with relatively few changes; others require more 
revisions. When you submit an article to Clinical 
Researcher, you can count on feedback on the 
highest level. You’ll be forced to think long and 
hard about your subject before you start banging at 
the keyboard—and benefit from insights that might 
surprise. You’ll learn how to be a better writer. 
Finally, you might be featured in our pages. Your 
work might inspire others to step forward and add 
to the conversation.

As we head into 2016, we hope you’ll consider 
submitting an article to Clinical Researcher. Shar-
ing information with your colleagues is a way to 
give back. And who knows, you might learn a little 
something along the way, too.

All the best,
James Michael Causey
Editor-in-Chief
Clinical Researcher

We need to share 
our collective 

lessons learned.

At PRA Health Sciences, we are what we do every day. More than that, we are the reasons why we do it.  What we do, with every test and every 
trial,  is to move drug discovery ever forward. We pursue our goals using the most advanced technologies and highly trained professionals. 

We recognize the vast power of the individual and so we seek out extraordinary individuals to join us. We’re looking for the best and brightest 
Clinical Research Associates to join us. We believe that when you empower and encourage extraordinary people, truly exceptional things can be 

accomplished. So that’s exactly what we do. From the moment you start in a new position with PRA, you’re encouraged to grow beyond it.  We 
provide a career not a job. We value work life balance and our strategic solutions and full service models o�er choices for finding a career that 

includes time for your personal life. 6.5 former PRA employees return every single month to find that balance. Want to learn more? Visit our careers 
page at discoveryourpra.com and meet Erin and Batié. Two of our best. 
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	GUEST EDITOR’S MESSAGE
 Erika J. Stevens, MA

[DOI: 10.14524/CR-15-4092]

Clinical Research Revenue Cycle: 
Understanding Research Finance

Functional areas throughout the research 
management process act sequentially on a 
research participant visit, adding critical informa-
tion required for procuring payment from sponsors 
and third-party payers. If one area in this process 
performs poorly, the ultimate goal of cash collec-
tions will decline.

The Revenue Cycle
The clinical research revenue cycle includes front-
end, middle, and back-end process for managing 
clinical research finance (see Figure 1). The ability 
to accurately capture financial information and 
research-related activities mitigates financial risk.

In four of this issue’s articles, specially selected 
authors illustrate various perspectives on clinical 
research finance and highlight leading practices 
for management. These subject matter thought 
leaders provide insight into the many complex 
finance processes involved in managing clinical 
research finance, and offer applied solutions 
to challenges throughout the clinical research 
revenue cycle.

Mitchell Appleson from Children’s Hospital of 
Philadelphia leads this issue by providing solu-
tions to the complex issue of clinical trial billing. 
Developing a system to track research patients 
throughout the life cycle of the trial is a necessary 
step in managing the billing process. The ability to 
capture patient research activity helps to mitigate 
research compliance risks.

Understanding the compliance risks associ-
ated with clinical research is a complex process 
for many research organizations. Opportunities 
for financial errors exist throughout the clinical 
research revenue cycle. Emmelyn Kim from North 
Shore Long Island Jewish Health System recom-
mends a gap analysis approach for managing 
financial noncompliance. Understanding the 
potential risks from budgeting, patient identi-
fication, and charge capture will enable better 
compliance oversight.

Lisa Murtha and Nicole Visyak from FTI 
Consulting provide insight into the complex 
process of Medicare coverage analysis in clinical 
trials. The careful review and front-end analysis of 
study-related and nonstudy-related charges limits 
billing errors.

Finally, Tina Noonan from St. Vincent Hospital 
provides insight for improving financial perfor-
mance in clinical trials from the site perspective. 
Assessing financial feasibility, developing pro-
cesses to improve negotiation turnaround, and 
implementing standard institutional fees are 
simple tips. Managing research finance remains 
a complex issue, but developing a systematic 
approach throughout the clinical research revenue 
cycle enables improved financial outcome.

The clinical research 
revenue cycle includes 

front-end, middle, 
and back-end process 
for managing clinical 
research finance. The 
ability to accurately 

capture financial 
information and 
research-related 

activities mitigates 
financial risk.

Research organizations that concentrate on the back-end processes alone find 
limited improvement in cash flow. More importantly, the effectiveness of a healthcare 
organization’s efforts to collect cash is tied to how well the organization monitors and 
manages the requirements and performance of third-party payers, such as study sponsors.
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Erika J. Stevens, MA, (erika.
stevens@ey.com) is senior 
manager for advisory service-
healthcare at Ernst & Young 
and a member of the ACRP 
Board of Trustees.

FIGURE 1: Clinical Research Revenue Cycle Processes
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BY THE NUMBERS 
Taking a look at trends you may not have  

noticed are having an influence on the  
finances of clinical research.

Data from a study that 
examined contracts 
processing for 2010 Clinical 
and Translational Science 
Awards revealed that an 
average clinical study 
contract negotiation time of 55 days, exclusive 
of budget and safety board approvals, could be 
reduced to 22 days if standardized 
research and confidentiality agreements were used.
Source: Stanford Medicine, http://med.stanford.edu/news/all-news/2015/08/new-clinical-trial- 
agreements-expedite-contract-negotiations.html

New data show that 68% of clinical trials at 
Top 10 pharmaceutical companies, 45% at Top 
50 companies, and 90% at small companies 
now implement patient-reported outcome measures 
to add to product value propositions during 
regulatory approval discussions and pricing and 
reimbursement negotiations.
Source: Cutting Edge Information, www.marketwired.com/press-release/-2036131.htm

In surveys of institutional 
review board (IRB) 
members at U.S. academic 
health centers, the 
percentage of respondents 
who felt another IRB 
member had presented a 

protocol in a biased manner because of his or her 
industry relationship decreased from 13.5% 
in 2005 to 8.4% in 2014.
Source: Massachusetts General Hospital, www.eurekalert.org/pub_releases/2015-07/tjnj-ssp070915.php
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However, we need to do more. If we want to 
continue to grow, we must go back to the beginning 
and take a good, hard look at some of our most 
basic assumptions.

I’m thinking of the arbitrary requirement that 
individuals must have two years of monitoring 
experience before being able to secure a position 
as a clinical research associate (CRA). Competency 
should not be about turning calendar pages. It’s 
far more than that. Competency should be about 
possessing a basic skill set along with a demonstra-
ble core of knowledge.

Where did the two-year threshold come from? No 
one seems certain. I argue that if it ever made sense 
in the past, it certainly doesn’t make sense today. 
Instead of encouraging a higher caliber of profes-
sional, it may well be discouraging some very talented 
younger people from sticking with our industry.

Avoiding the Brain Drain
This brain drain is avoidable—and unacceptable. 
There are more than 10,000 open CRA positions 
being recruited right now, according to data 
presented at the June 2015 DIA meeting in Wash-
ington, D.C.

However, on a daily basis, we are approached by 
individuals who want to move into a CRA role, but 
don’t have the two years of experience as a CRA. 
They ask how they can get the experience if no one 
will hire them to allow them to gain the experience. 
It seems a bit “chicken and egg” to me.

We’re challenging ourselves and everyone else 
who wants to better serve trial subjects to join us 
by taking a step back. Together, let’s examine what 
we’ve done in the past—and what we continue to 
do today—and put it to a stress test. Are we being 
served as an industry by a barrier based solely on 
time and tenure?

Common sense certainly suggests the answer 
is no.

There is a real opportunity here. It’s time to 
ask ourselves some tough questions. It’s time for 
us challenge ourselves and find new ways to work 
together to identify the core skill sets and com-
petencies a job-seeker needs to attain before they 
advance to the next level. How do we define entry-
level competencies? Or mid-level ones? Or overall 
research experience? Such determinations cannot 
be contingent on merely working at the same job 
for 730 days!

	DEPUTY EXECUTIVE DIRECTOR’S MESSAGE 
 Terri Hinkley, RN, BScN, MBA, CCRC

[DOI: 10.14524/CR-15-4086]

Let’s Make
Competency

About Talent—

The clinical research enterprise is evolving 
at the speed of innovation and technology. 
New tools, new best practices, and new ways 
of raising the performance bar make this an 
exciting time to be a clinical researcher.

Not Tenure
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ACRP aims to be part of an industry-wide team 
shift toward basing required competencies on 
extensive job analysis surveys of individuals work-
ing on the front lines of clinical research. What 
activities do these research team members perform 
on a daily basis? What skills are truly needed to 
do their jobs well? Is simply working at the same 
job for 24 months the metric we should be looking 
at? We can’t know until we to collect objective, 
real-world data, analyze the findings, and then 
roll up our sleeves to create solutions based on the 
findings together.

Analyzing the Situation
New initiatives cannot be adequately developed 
in a silo of silence. If this is going to work—if we’re 
going to respect clinical trial subjects and earn 
their trust—our joint efforts toward rethinking 
and reforming how we approach job competencies 
and their related repercussions on hiring trends 
for CRAs must be as public and transparent as 
possible. Methods and goals simply must be har-
monious. It’s not about agendas. It’s about getting 
it right.

From where I sit, I’d like to see increased 
involvement from stakeholders across the wide 
spectrum of clinical research professionals in this 
initiative, and in future efforts aimed at other job 
specialties in our industry.

Work already done by the Joint Taskforce for 
Clinical Trial Competency (see “Moving from 
Compliance to Competency: A Harmonized Core 
Competency Framework for the Clinical Research 
Professional” by Sonstein, et al. in the June 2014 
Clinical Researcher) could become the foundation 
of our shared effort to create professional devel-
opment standards based on the attainment of 
recognized skill levels. No longer would something 
this important be based on time served. Instead, 
individuals who have made the effort to reach 
or exceed a set of standards will be justifiably 
rewarded with new professional opportunities.

Who Stands to Gain, and Next Steps
The industry at large will benefit. The professionals 
in the trenches will benefit. Most importantly, 
subjects will benefit when served by researchers 
who have the right training and the proven skills to 

offer them the highest possible level of care. A more 
robust work force will take pressure off everyone.

Let’s explore what’s working in other com-
parable industries. Let’s consider a wide array of 
potential best practices that can better inform 
what could be a groundbreaking leap forward for 
all of us.

It’s time to get the discussion started. In Sep-
tember, ACRP published a position paper officially 
calling for an end to arbitrary requirements that 
limit the CRA workforce. We will continue the 
discussion through a just-announced task force 
charged with defining CRA-specific competencies. 
I invite you to take a look at our position paper and 
send us your feedback. To view the paper, please 
visit http://www.acrpnet.org/positions.

Working together, we can advance our shared 
vision of better serving our subject populations. We 
can expand trials, recruit the most appropriate par-
ticipants, and embrace the future with new ideas.

Terri Hinkley, RN, BScN, 
MBA, CCRC, (thinkley@
acrpnet.org) is the deputy 
executive director of the 
Association of Clinical 
Research Professionals (ACRP), 
based in Alexandria, Va.

Let’s explore what’s working in other comparable industries. Let’s consider a 
wide array of potential best practices that can better inform what could be a 

groundbreaking leap forward for all of us.

99 Canal Center PlazaSuite 200Alexandria, VA 22314www.acrpnet.org

A New Approach  to Developing  the CRA Workforce

SEPTEMBER 2015

It’s time to get the discussion 
started. ACRP just published a 
position paper officially calling for 
an end to arbitrary requirements 
that limit the CRA workforce.

www.acrpnet.org/positions
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	RECRUITMENT & RETENTION 
 Margo Michaels, MPH

[DOI: 10.14524/CR-15-4091]

Making a Difference in 
Recruitment and Accrual by 

Taking a Closer Look at Your 
Site’s Policies and Procedures

If you answered, “OK” or “Not Very Well” to 
more than two of these questions, your site may 
need to implement changes in this area. Read on 
for some tips to consider implementing.

POLICIES AND PROCEDURES REFLECTION CHECKLIST
Share this with your colleagues to see what they think about these issues.

Question Very Well OK Not Very 
Well 

1. How well do we collaborate with other departments (e.g., nursing, 
imaging, labs) to make accrual and participation more efficient?   

2.  How well is clinical research integrated into the mission of the 
larger organization (and how well do administrators promote a 
culture supportive of research)?

  

3.  How well can other medical, clinical, or administrative staff 
appropriately provide messages about clinical trials?   

4.  How well do staff members (other than research staff) understand 
clinical trials?   

5.  How well are clinical trials integrated into the outreach and 
community relations efforts at our site?   

6.  How well do we collaborate with other departments (e.g., nursing, 
imaging, labs) to make accrual and participation more efficient?   

7. How well do we screen all eligible patients for clinical trials?   
8. How effective is our site in offering trial participation for those 

flagged for possible recruitment?   

9. How well do we educate patients about clinical trials, before the 
consent process or the initial offer?   

10. How well do we understand and reflect upon the reasons 
patients have for declining participation?   

11. How well do we understand and reflect upon the reasons 
physicians have for declining to offer a trial to a patient, even 
though the person’s chart was flagged?

  

As we seek ways to increase participation 
in our trials, it’s important that we take a 
look in the mirror. 

Four areas to reflect on are:
1. How well research is integrated into our care 

delivery.1

2. How well we systematically identify, screen, 
and approach potential participants: Sys-
tematic patient screening has been shown to 
increase overall2 and minority participation3 
in trials and reduce the opportunity for bias 
in offering trials.4–9 About one-third of accrual 
sites have no systematic approach to screening 
patient charts for eligibility, and about one-
third of physicians affiliated with a research 
site do not actively participate in studies.10

3. How well we select new trials: Sites seldom 
use a systemized process for trial selection, 
often relying on individual physician inter-
est. This “process” results in poor potential 
participant/trial match; inconsistent site 
commitment to a study; and low(er) accrual 
rates.11

4. How well we ensure comprehension during 
the consent process: Poor communication 
around consent has been proven as a chal-
lenge to research participation.6, 12–17

This column will help you think about the first 
and second areas of reflection as noted above. In 
the next issue of Clinical Researcher, we will discuss 
the third and fourth areas.
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TIPS FOR IMPROVING POLICIES AND PROCEDURES

How well is clinical 
research integrated 

into the mission of the 
larger organization 
(and how well do 

administrators 
promote a culture 

supportive of 
research)?

Principle How to do it

Develop and Implement 
Ongoing Educational 
Programs for Staff Who 
are Outside the Research 
Department(s)

• Provide training for all staff who provide care to patients about the importance and availability of trials
 »We All Have a Role in Clinical Trials18–20 Staff Training
 »5 Messages any Staff Member Can Use to Encourage Inquiry About Clinical Trials

• Use communication strategies to keep staff aware of clinical trials (e.g., “Ask Me” buttons, posters, newsletters, 
cafeteria information tables, employee pay stubs, or newsletters)

• Make sure every staff member knows where to find clinical trials information

Use Promotional Materials • Keep potential participants aware of clinical trials (e.g., “Ask Me” buttons, posters, newsletters, cafeteria 
information tables)

• Hang “Ask Me” posters inside every exam room
• Play videos in waiting room
• Play research-related messages on computer screens in rooms where patients are waiting for examinations

Change Internal Systems and 
Procedures

• Integrate clinical trials messages in all support groups
• “Normalize” clinical trials in context of quality care to complement prior information received; “what we do here”
• Integrate clinical trial messaging with social workers, navigators, and support groups
• Develop procedures to enhance communication between research staff and clinical staff, imaging, and labs

Implement Standard 
Operating Procedures

• Develop prompts and reminders to ensure systematic prescreening for trials21

• Differentiate the key roles/handoffs of the physician presenting the trial vs. research staff
• Utilize screening log

Improve Internal Systems and 
Procedures: Research Staff 
Action

• Standardize prescreening and flagging processes involving staff responsibilities so that all staff and the 
physicians with whom they work follow the same routines

• Assign prescreening task to particular staff person(s)22 or through rotating assignments to improve efficiency and 
reduce redundancy23

• Link open trials/trial management systems to electronic health records (EHRs)24 and ensure their use for 
prescreening and screening

 »Build and flag relevant fields in EHRs; set alerts as applicable
• Have research staff strengthen prescreening by:

 »Reviewing targeted pathology reports and positive diagnostic scans
 »Flagging all eligible patients, listing potential trials and additional tests needed
 »Attending multidisciplinary meetings to suggest relevant trials

• Have other staff (e.g., medical assistants) strengthen prescreening by alerting the research department about 
new and potentially eligible patients

• Provide research staff nurse time to visit external referring providers to review charts and discuss trials with 
patients25

Improve Internal Systems 
and Procedures: Focus on 
Physician Action

• Standardize prescreening and flagging processes involving physician responsibilities so that all physicians and 
the staff with whom they work follow the same routines

• Ensure flags are acted upon and reported in EHR or other tracking (may be subject to institutional review board 
(IRB)/legal approval)

• Assist physicians in practical ways with recalling open studies and strengthening offers to patients
 »Provide “cheat sheet” protocol listing that fits into a lab coat pocket and is updated monthly; listing should 
include current trials and contact information
 »Prominently display a usable and practical open trials list in every exam room

• Ensure staff and physicians are up to date on details and availability of trials through scheduled meetings
• Consider the advantages of using a clinical trial management system

Provide “Incentives” to 
Physicians and Staff 

• Use internal, visible “scoreboard” or “thermometer” on prescreening and related activities
 »Send monthly accrual reports to all members of research team and all treating physicians26

 »Highlight leaders in a monthly newsletter/e-mail26

 »Establish a quarterly competition and award “prizes” to teams with the highest total accrual and highest 
increases from previous quarters23

• Institute clear expectations for minimal levels of clinical trial activities in annual performance plans for staff and 
physicians 

• Require participating physicians to be accountable for responding to prescreen notifications and enrolling 
patients to clinical trials as part of their contract or performance plan27

 » If not possible, share comparison accrual data among physicians to stimulate self-awareness
• Implement incentive system to demonstrate commitment to clinical trials accrual (with IRB approval)
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Clinical Trial Billing:  
Solutions to a Complex Problem

Facing the Challenge (or Not)
As medicine and research have become more 
complex, the billing processes to support that 
complexity have not kept pace. Historically, the 
focus for most institutions has been on the actual 
research taking place, with little thought placed on 
the billing associated with the research.

Until recently, many institutions did not have 
centralized offices to handle budgeting, billing, 
and other administrative functions for clinical 
research. Therefore, many responsibilities were 
handled by the study team, or not at all.

The state of research billing was often a reactive 
one. If a bill was sent out incorrectly, it only became 
known when a patient called to question the bill.

Once a problem was identified, there was not 
always a clear process for how to fix it. If a patient’s 
insurance was billed incorrectly, the insurance 
needed to be refunded and the research grant had 
to be charged. However, unless a patient called 
multiple times to follow up on the erroneous bill, 
it was often difficult to know whether the problem 
had been fixed. Not all patients check their expla-
nation of benefits, and they would not be aware if 
their insurance had been billed incorrectly.

We therefore lived in a very reactive state, 
in which a problem was only known if someone 
outside the billing function raised it as a problem. 
Due to this lack of transparency, it was difficult to 
identify the problem to begin with, and it was just 
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as difficult to identify whether the problem had 
been resolved.

This lack of transparency became more glaring 
as audits became a regular part of institutional 
processes. Federal regulations mandate that 
Medicare, Medicaid, and other payers may not be 
billed for services that are not considered standard 
of care. Standard of care procedures are those 
that the patient would receive regardless of study 
participation. In addition, if a service is paid by a 
clinical trial sponsor, it may not also be billed to a 
third-party payer.1

Whether through a federal audit, sponsor audit, 
or internal audit, the pieces of the billing process 
must all come together to create an audit trail. That 
can be difficult enough for a simple study with only 
two procedures and visits; it is much more compli-
cated when the study has 50 visits, each visit has 35 
procedures, and some are considered research and 
some standard of care.

An Example of What’s at Stake
One of the audits that raised awareness of research 
billing problems came in 2003 at Rush University 
Medical Center in Chicago. Rush internally 
reviewed the Division of Hematology and Oncol-
ogy, and identified certain services performed in 
research that had incorrectly been billed to Medi-
care. Rush took immediate action by instituting 
a bill hold for all clinical trial services within the 

Managing a clinical trial used to be much easier. Years ago, when a research patient came 
in for a visit, a study team recorded basic information, kept it in a binder on a desk, and sent 
data to a sponsor as needed.

Today, we have multiple systems, numerous processes, and a myriad of rules and 
regulations. There are multiple individuals and departments that must be contacted before, 
during, and after a clinical trial is conducted. Within this environment, accurate billing has 
become both more challenging and more vital.
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division, while expanding its investigation. Rush 
also disclosed these billing issues to the federal 
government. This self-disclosure resulted in a $1 
million fine.2

Many hospitals and academic medical centers, 
concerned with the fines levied against Rush and 
other large institutions over the past decade, have 
looked at Rush’s self-disclosure and the govern-
ment’s response for lessons on how to approach 
clinical trial billing properly and effectively. The 
root cause of Rush’s billing issues was a lack of 
coordination between its research and billing 
operations, and its corrective action focused on 
the centralization of clinical trial billing processes 
within the medical center.2

One result of the situation at Rush was the 
creation of a centralized clinical trials office, which 
conducts coverage analyses of all clinical trials 
using the protocol, informed consent, and sponsor 
budget. The office is also a liaison between the 
medical center’s research and billing arms. 

Getting a Grip on the Issues
To understand research billing and how to properly 
address it, we need to start by understanding 
budgeting, which is the first step toward correct 
billing.

The purpose of creating a clinical trial budget is 
two-fold: 1) To determine the total costs incurred 
as part of the study; and 2) to determine which 
procedures are to be billed to a research grant and 
which are to be billed to a patient’s account.

When preparing a clinical trial budget, some 
people prepare a “funding-based” budget. Using 
the funding provided by the sponsor, individual 
line items are determined as a proportion of those 
funds to prepare the itemized budget. For example, 
if 10% of a budget is allocated to startup costs, and 
the total funding for the study is $20,000, a total of 
$2,000 would be allocated for startup costs.

A problem with a funding-based budget is 
that it does not consider the actual startup costs 
incurred. It may cost more than $2,000 to get 
the study up and running, which will cause the 
study to be in a deficit or not to run properly—and 
the same problem can occur with other study 
activities. Rather than backing into a budget, best 
practice is to prepare a total internal budget.

Preparing a total internal budget begins with 
reviewing the protocol and using actual internal 

costs to develop a detailed budget. To determine the 
internal costs of a study, the study protocol must be 
thoroughly reviewed to identify all procedures and 
visits to be performed as part of the study.

Each procedure is then assigned a correspond-
ing charge, which should be pulled from the 
institution’s charge master—a comprehensive list 
of institutional charges billable to a patient or his 
or her insurance. The charge master should be the 
sole source of identifying individual charges when 
creating the budget, to ensure that all pricing 
information comes from the same source.

KEY QUESTIONS FOR  
SITES TO CONSIDER WHEN 
PREPARING A BUDGET
Does the budget include:

 Resources required by other departments or vendors?

 An appropriate estimate for startup costs?

 Screening costs?

 Coverage for unscheduled visits?

 Costs associated with the purchase or lease of required 
equipment not provided by the sponsor?

 The cost of phone queries from the sponsor as part of a 
remote monitoring system?

Other Questions:

 Does the informed consent form clearly address 
participant financial responsibilities?

 Will the sponsor pay for additional tests and procedures 
if they are requested during the course of the trial?

 Under what conditions are additional payments made?

 What are the expectations for timely payment?

 How will the accounts receivable from the sponsor  
be tracked?

 Who is responsible for billing sponsors of clinical trials?

 How is the information included in the budget 
communicated to the billing office to ensure  
billing accuracy?
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The internal budget should establish the cost 
to perform the trial. Upon completing the inter-
nal budget, the total budget amount should be 
compared to the sponsor offer and any shortfalls 
should be addressed, either with more aggressive 
sponsor negotiations or identifying supplemental 
sources of funding.

Any departments that will participate in the 
clinical trials should be given an opportunity to 
review and approve the budget for coding accuracy 
and feasibility. For example, if a study involves an 
MRI during each visit and the intention is to enroll 
100 participants over the next six months, radiology 
should know of the expected volume and confirm 
that the proper codes have been added to the 
budget. Finally, ensure accurate costs in the budget 
via one institutional source for pricing.

And…Who’s Paying for All This?
Knowing the costs of a study is not sufficient; the 
budget must delineate who is paying for which 
costs. If a visit has 10 procedures, and five proce-
dures will be paid by Sponsor X, three by Sponsor 
Y, and two are standard of care, the budget should 
reflect this. Using this method, a billing office will 
have an easier time determining which charges 
must be billed to which sponsor, and which 
charges must be billed to a research participant.

There are several purposes in creating a clinical 
trial budget, besides documenting all procedures 
and costs. The budget should contain the approvals 
of the investigator, study coordinator, and any 
ancillary departments. These approvals document 
the signatories’ ability to provide technical and 
professional services, as required by the study.

The budget also:
• Clarifies which procedures in the protocol are 

considered research and which are standard of 
care

• Assists study coordinators with registration and 
scheduling of research patients

• Supports charge auditors as they review and 
adjudicate charges

Finally, when billing errors do occur, the budget 
should be reviewed during the root cause analysis 
to understand what went wrong.

Once the budget is complete, the informed 
consent form must articulate which procedures are 

standard of care. This will mitigate confusion when 
a patient receives a bill for what he or she thought 
was a study-related visit, but was approved to be 
billed as standard of care. An institutional review 
board (IRB) should review the informed consent 
form’s financial language for clarity.3

Taking the Next Steps
Now, we should get a better understanding of why 
an accurate budget is critical to getting correct 
billing. Let’s take a look at two key issues.

CONFUSIONS AND COMPLICATIONS
First of all, a billing office can follow the budget 
when determining how to post charges from a 
research visit. When a patient, or his or her insur-
ance, is billed incorrectly, a root cause analysis 
should be performed. Starting with a review of the 
budget, it should be readily apparent whether the 
process was followed correctly. Research proce-
dures may not be listed correctly, or a research 
procedure may be listed as standard of care.

An alternate cause of confusion may be that the 
participant was not correctly identified as a research 
participant at the time of registration. The partici-
pant may have been registered for procedures not 
included on the budget, and therefore the partic-
ipant was charged for study-related procedures. 
Another option is that the bill is correct, and the 
participant was not provided with a clear sense of 
his or her potential financial obligations. Having an 
accurate budget is central to the root cause analysis.

Yet another possible complication may be that a 
clinical department created a workaround outside 
the billing system to handle financial interactions 
with hospital ancillary departments. Dr. X has lim-
ited funding and has asked Dr. Y to perform a test 
for free. Although Dr. Y agrees, neither Dr. X nor Dr. 
Y realizes that a charge may be automatically gen-
erated in an electronic medical system. If clinical 
activity is not entered into systems, productivity and 
utilization data may be skewed. Therefore, include 
the billing office when deviating from institutional 
processes to handle financial interactions. 

Some additional causes of improper billing 
relate to a lack of training to properly identify and 
bill research participants, use of paper processes 
that do not provide transparency, and a lack of 
coordination across functional areas. Creating an 
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LESSONS 
LEARNED
 Prepare an internal 

budget to assess the 
costs of a study

 Identify a sole 
source of pricing 
data

 Communicate with 
key stakeholders 
involved with the 
study

 Know which charges 
are research and 
which are standard 
of care

 Perform a root cause 
analysis when a 
billing error occurs

 Ensure that study 
participants 
understand their 
potential financial 
obligations

 Engage your 
institution’s 
billing office 
when deviating 
from institutional 
processes

 Create an 
environment of 
transparency and 
crossfunctional 
coordination

 Consider the use of a 
CTMS

 Review the payment 
terms in each study 
agreement
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internal budget and implementing robust financial 
processes while tracking participant visits can 
mitigate these issues.

HAVING A SYSTEM
To successfully manage the finances of a clinical 
trial, there must be a system in place to track 
participant visits and procedures throughout 
the trial. The system must be easy to use for both 
research and finance staff, as research staff should 
enter all visits that would cause billable activity. 
Further, finance staff should invoice the sponsor of 
the study and follow up on outstanding receivables. 
The total outstanding balance should be clear for 
any study, as well as which procedures specifically 
make up that outstanding balance.

Consider utilizing a clinical trial management 
system (CTMS) to track individual studies, partici-
pants, and visits. In many systems, once a budget is 
entered for a study, the registration process entails 
entering a participant’s medical record number 
and date of visit, and specifying which visit is being 
scheduled (screening, visit 1, etc.). Once the visit 
has been chosen, the individual procedures for 
that visit should automatically populate on the 
registration form. This eliminates the possibility of 
procedures being scheduled that were not initially 
budgeted, which can cause a patient to erroneously 
receive a bill.

The processes for invoicing, cash receipts, and 
accounts receivable tracking should be clear to 
all stakeholders. A CTMS can be helpful with this, 
as many systems allow an invoice to be generated 
from the visit, and cash receipts and accounts 
receivable can be tracked using the system.

When using a CTMS is not an option, the need 
for communication is even more critical. Whose 
responsibility is it to do the invoicing? Often, a cen-
tral office in an institution receives the cash and 
posts the funds to an account. Do staff in this office 
know what invoices have been sent? Do the people 
who sent the invoices find out the detail of what 
was paid? If not, it will be very difficult to establish 
how much money is outstanding for clinical trials.

REVIEWS AND REPORTS
It is important to review the payment terms asso-
ciated with each clinical trial to understand when 
sponsor payment will be made and what needs to 
be done to receive payment. These terms should be 

reviewed carefully when negotiating the Clinical 
Trial Agreement, prior to executing the agreement.

Many payment terms indicate quarterly site 
payments. According to a recent CenterWatch sur-
vey, 60% of investigative sites have less than three 
months of operating cash on hand.4 When employ-
ees are paid biweekly, vendor terms are monthly, 
and utilities and rent must be paid monthly, sites 
end up funding the study until payment arrives.

If a site does not have significant cash on hand, 
quarterly payments from the sponsor are not 
sustainable and must be negotiated to a term that 
a site can manage. Ideally, this would be monthly 
payments from the sponsor.

Whatever payment terms are agreed to, review 
them carefully and make sure they are feasible for 
your site before agreeing to them.

Finally, consider establishing a reporting 
process in which study teams are sent a detailed 
report of all charges posted to their account during 
a particular time period. Encourage study teams to 
review their reports and respond if the information 
on the report is accurate.

The report should also include total funds 
received and balance outstanding. This proactive 
approach will serve as a final check to ensure that 
charges have been captured correctly in a timely 
manner, while also providing a strong level of 
transparency into the study’s finances.

Wrapping it Up
In conclusion, managing the finances of a clinical 
trial is challenging and requires significant collab-
oration across different functional areas. While it 
may seem to be a daunting task, take incremental 
steps and create a realistic timeframe for each 
milestone.

Consider ways to make your processes more 
transparent, such as via the use of a CTMS to create 
an integrated, transparent system that serves as a 
single portal for all clinical research studies. Allow 
for the ability to track the status of budget negoti-
ations, contract execution, and IRB approval for 
any study, and institute reporting processes that 
incentivize study teams to regularly review their 
account.

Finally, build long-lasting relationships with 
your institution’s billing office, and partner with its 
staff to ensure that the billing is done correctly. 
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Whether through a federal audit, sponsor audit, or internal audit, the pieces  
of the billing process must all come together to create an audit trail.
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Key Financial Audit Strategies  
and Considerations: A Research 
Compliance Officer’s Perspective

The issues that arise are broad, always different, 
and sometimes interconnected. Among many 
other issues, a research compliance officer’s day-
to-day duties may include ensuring compliance 
in coverage analysis and in billing, coding, and 
charging of accounts tied to grants or contracts. 
Other issues that may crop up along the way can 
run the gamut from ensuring appropriate research 
sponsor contract language to handling financial 
issues affecting research participants.

When I attend research compliance confer-
ences, financial compliance is often a “hot topic,” 
which is understandable, because ensuring 
compliance requires a smooth-running and 
well-equipped machine involving multiple players. 
This means that operational processes have to 
be aligned with trained personnel, adequate 
resources, and ongoing checks and balances.

However, creating and maintaining a 
smooth-running operation may be challenging for 
institutions that are constantly balancing growing 
business and regulatory demands against limited 
resources. This rings true for me, as I am based out 
of a large, decentralized, and expanding health 
system. In my experience, most financial compli-
ance sessions I’ve attended during conferences 
have been well attended, leading me to believe that 
this area is one that many institutions are strug-
gling with today.

Regardless of the types of challenges your 
institution may have, using the right strategies and 
allocating resources wisely are key elements to the 
success of your audit or quality improvement pro-
grams. In this article, I’ll share practical research 
compliance audit strategies and considerations 
from a research compliance officer perspective.

Planning Reviews by Performing  
Risk Assessments
After working in research compliance for many 
years, I have come to realize that there are different 
ways to identify and resolve issues; some are easy to 
detect and fix, while others are hard to uncover and 
need fixing “upstream,” which may take months to 
ultimately close the loop.

As the central point of contact for all research 
compliance issues, I sometimes found it challeng-
ing to tease out audit priorities amongst all of the 
noise from urgent and ongoing issues. One thing I 
learned was that I could not identify (let alone fix) 
financial compliance issues by myself, and needed 
to partner with or rely on other departments to 
identify and resolve problems. The habits that I 
have grown accustomed to over time are planning, 
preparation, and communication, which are 
important skill sets for any auditor.

These concepts are incorporated into the 
annual research compliance work plan develop-
ment process where I work. The work plan provides 
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an overview of audits and reviews of various areas 
scheduled for evaluation in the coming year, and 
is presented to and vetted by executive audit and 
compliance committees and institutional research 
committees.

The priority areas of the work plan are based 
on a risk assessment that occurs during the last 
quarter of every year, involving the following:

• interviews with key stakeholders (e.g., research 
teams, administrative and financial depart-
ment staff, research support offices, compliance 
and research leadership) about what they 
believe are the top risk areas;

• an assessment of the current regulatory envi-
ronment and focus (e.g., work plans, reviews 
and regulatory notices from the Office of the 
Inspector General, Centers for Medicare and 
Medicaid Services [CMS], Office of Manage-
ment and Budget, etc.); and

• evaluation of past compliance or internal 
review findings.

Other factors are taken into consideration, 
such as new acquisitions and mergers, and an 
evaluation of the facilities or departments that will 
be conducting research studies involving grants or 
contracts and billing.

Taking the time to prioritize and plot out 
reviews using a workable timeframe (e.g., monthly 
or quarterly), based on regulatory compliance 
deadlines or institutional priorities will allow you 
to strategically perform reviews throughout the 
year. Building in enough space between reviews 
always helps, as there may be incidental reviews 
that pop up along the way, or ongoing reviews may 
take longer than anticipated.

Knowing Your Strengths  
and Weaknesses
Employing an effective audit strategy requires 
having a high level of self-awareness, a keen 
understanding of the environment in which you 
operate, and knowing your limitations. Questions 
to ask yourself include:

• Are clinical research financial processes at your 
institution handled manually or facilitated 
through mostly electronic systems (e.g., an 
electronic medical record, a billing registration 
system, a clinical trial management system, 
etc.)?

• What are the environments in which research 
billing may occur (e.g., inpatient, outpatient, 
and ancillary services)?

• Is the billing process centralized or spread out 
among many departments?

• What are the key departments that touch this 
process?

It is also important to know what processes 
people are handling well and where there are gaps. 
In order to identify areas of concern you have to 
investigate further and understand the root causes.

Are there areas with weak internal controls 
or a high potential for human error? For exam-
ple, if your financial activity is driven by paper 
processes and multiple players, you may want to 
audit upstream manual processes that have a high 
impact on overall compliance. If your activity is 
largely automated through electronic systems, you 
may want to run reports that can detect problem 
areas throughout the process.

Focusing on high-risk areas where there are 
likely to be gaps may bring attention to operational 
kinks that have to be worked out, or additional 
education that may be needed. For example, are 
research participants and research-specific ser-
vices flagged up front so that correct billing occurs 
on the backend?

If processes are in place, it’s a matter of testing 
the system to ensure that it’s working effectively. 
Conversely, if you know that you have a fundamen-
tal issue—for example, an up-front financial evalua-
tion of research is not done (e.g., a coverage analysis 
and billing grid does not exist)—you may want to 
take a different approach, as it may be difficult to 
perform a financial audit without this step.

You may want to initially evaluate clinical trials 
billing more holistically and provide leadership 
with an idea of where operational resources need 
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to be allocated. You should also be aware of what 
people are doing well, and which departments have 
strong leadership to leverage change.

The same concepts apply to departmental 
resources needed to perform financial research 
audits or reviews. Do you have personnel with the 
appropriate qualifications and enough resources 
to conduct compliance reviews? If so, are they 
properly equipped with the right tools, training, 
and support to perform the audit?

If you don’t have internal staff, you may want to 
consider outsourcing and working with consultants 
who can provide the appropriate level of expertise 
and assist you in developing a strong program.

Evaluating the Financial Life Cycle
There are many components that make up the 
financial life cycle, and you can choose to break 
them down and prioritize reviews based on risk 
and the overall maturity of your program. Reviews 
can be of a study-specific nature or broad, in the 
sense that programmatic processes from different 
departments are evaluated. 

The following are examples of financial areas to 
consider for review:

• Budgeting and contracts process (initial and 
modifications)

• Harmonization of research documents (e.g., 
contract, protocol, and consent)

• Coverage analysis process and billing grid 
development

• Front-end registration, charge capture, and 
segregation processes

• Evaluation of services at various entry points, 
such as inpatient, outpatient, and specialized 
ancillary services

• Insurance-based reviews, such as Medicare 
Advantage Plan billing

• Investigational device studies and CMS review 
process

• Back-end billing, scrubbing, and coding (e.g., 
professional, technical, and National Clinical 
Trial number) processes

• Capturing and posting of correct charges to 
research accounts

• Research account deficits or residual balances

• Sponsor invoicing process

• Cost allocation on federal grants (e.g., allowable 
costs and time and effort)

• Research and medical record documentation to 
support billing

• Participant issues (e.g., billing at external insti-
tutions and indigent populations, insurance 
denials, or study-related injury)

Looping Back from Findings to 
Improvements and Evaluation
Information gleaned from reviews should be 
used to inform institutional leadership and the 
stakeholders of key findings. For example, signif-
icant issues can be discussed at executive audit 
and compliance committees or operational level 
committees. Identified gap areas can subsequently 
be used to improve operational processes and 
inform policy creation or revisions to standardize 
processes and set expectations.

Financial hotspots should be included in 
ongoing education, training, and communication 
to raise awareness and prevent continued issues. 
A comprehensive training program or event that 
brings together all the players that touch the 
process is ideal. Training can be facilitated by key 
individuals within operational or compliance 
departments and supplemented by experts in the 
field, whether it be through consultants or individ-
uals from other institutions.

Lastly, findings and processes developed as 
a result of the reviews should be used to inform 
future reviews. For example, if a new policy was 
created or revised or an operational issue resolved, 
a follow-up review should be performed at the 
right time to ensure that processes were fixed and 
operating smoothly.

The timing of reviews is crucial; reviewing a 
process that you know is lacking or still undergoing 
changes too soon may not provide meaningful 
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PLAN
•  Risk Assessment
• Work Plan Development
• Committee Review

IMPROVE
•  Operational Processes
•  Policy Creation or 

Revision
• Education
• Communication

EXECUTE
•  Strategic Reviews
• Qualified Auditors
•  Evaluate Parts of Financial 

Life Cycle

information. The key factor is understanding that 
change is inevitable—departmental staff will turn-
over, electronic systems will change, institutions 
may acquire facilities or undergo mergers/acqui-
sitions, and rules and regulations will change. 
Applying a loop back through well-planned and 
regular reviews, training, and education will 
ensure continued effectiveness of your program 
(see Figure 1).

Standing on Solid Ground
In today’s complex and ever-changing business 
and regulatory environment, it is more important 
than ever to have solid strategy built into your 
financial audit program. This involves planning 
and prioritization, which should be developed and 
shared with stakeholders. It also involves being 
grounded and understanding strengths and weak-
nesses of your program to effectively target reviews 
and leverage leadership to effect change.

Ensure that your audits cover the full spectrum 
of risk and priority areas, and that they continually 
evaluate both internal and external environments 
to determine the scope of future reviews. Finally, 
ensure that you have a process to close the loop 
and continue the cycle through effective policy 
development, training, and communication.

Emmelyn Kim, MA, MPH, 
CCRA, CHRC, (Ekim@NSHS.
edu) is a research compliance 
officer for the North Shore-LIJ 
Health System, based in the 
New York Metropolitan area.

FIGURE 1: Research Financial Audit Strategy

Taking the time to prioritize and plot out reviews using a workable 
timeframe (e.g., monthly or quarterly), based on regulatory compliance 

deadlines or institutional priorities will allow you to strategically perform 
reviews throughout the year.
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Medicare Coverage in Clinical Trials:  
Are Your Clinical Research  
Billing Practices Compliant?

The Centers for Medicare and Medicaid 
Services (CMS) published the National Coverage 
Determination (NCD) for Routine Costs in Clinical 
Trials (310.1) (sometimes referred to as the “Clinical 
Trial Policy”) in 2000, and a second version in 2007, 
which remains in effect today. NCD (310.1) states 
that only “routine costs” in “qualifying clinical 
trials” are billable to the Medicare program.

The formalized process of determining what is 
considered a “qualifying clinical trial” (QCT) and 
“routine cost” has been cultivated over the past 10 
years, and today is known as a Medicare cover-
age analysis (MCA) or a coverage analysis. The 
outcome of an MCA is a coverage memorandum, 
which outlines whether the study meets Medicare’s 
qualifying criteria, and a coverage grid/billing 
grid, which stipulates what items and services 
performed in a clinical trial can and cannot be 
billed to Medicare and Medicaid.

Addressing research billing compliance is 
often not a glamorous subject, but its implications 
for research centers are tremendous, and cannot 
be avoided. Rush University Medical Center was 
the first institution to reach a public settlement 
with the government in 2005 for research billing 
irregularities under the False Claims Act, which 

subsequently cost Rush more $1 million dollars in 
fines and penalties. Rush was obligated to imple-
ment a process to analyze research protocols and 
CMS billing rules to document which items and 
services are billable and which should be invoiced 
to a research sponsor. It was this process that lead 
to the inception of the MCA.

MCAs are now not only expected by CMS, but 
it is widely accepted that they are the safest way 
to mitigate research compliance billing risks. The 
coordination and communication of information 
entailed in the MCA is equally imperative in 
building a robust compliance program.

Why Perform a Coverage Analysis?
The concept seems relatively simple: Do not bill 
Medicare for services that do not meet the require-
ments in NCD (310.1), and do not bill Medicare for 
items and services that are paid for by the sponsor. 
However, those familiar with performing an 
MCA often agree that the process is not always so 
straightforward, and can be incredibly arduous; 
yet the billing compliance risk that sites face when 
this procedure is not implemented can result in a 
myriad of unfavorable outcomes.
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In addition to stiff financial penalties—as was 
seen in the Rush case—sites and individuals can 
be charged with civil and criminal penalties under 
the False Claims Act, with ramifications potentially 
as severe as termination of all research activity. 
Several other institutions have entered into public 
settlements with the government since 2005, but 
the Rush case was the first to heighten awareness of 
the confusion surrounding NCD (310.1), and forced 
institutions to take a more serious look at clinical 
research billing compliance.

Beyond the purposes of billing compliance, 
the MCA can provide several benefits to clinical 
research operations. For example:

• MCAs become a very useful tool in negotiations 
for payments from sponsors during study 
start-up processes;

• Revenue recovery can be improved when sites 
preemptively determine which items/services 
are not billable to Medicare, by ensuring that 
the study sponsor is providing payment for 
those items; and

• The MCA can be a useful tool in the institu-
tional review board (IRB) review process.

In terms of the last item mentioned above, the 
IRB is charged with approving the final informed 
consent form, and part of this process includes 
informing research subjects of any financial 
burdens they may accrue as part of their partici-
pation in the clinical trial. The informed consent 
form must clearly state which items/services in 
the clinical trial are subject to payment from the 
patient and/or his/her insurance.

Research coordinators may also find the 
MCA to be a helpful resource for scheduling and 
registration. Furthermore, in the event of an audit 
or investigation, the presence of an MCA demon-
strates a good faith effort by your site to maintain 
compliance in clinical research billing practices.

Routine Costs in a Qualifying Trial
NCD (310.1) from CMS stipulates that Medicare 
will cover the routine costs of QCTs, as well as 
reasonable and necessary items and services used 
to diagnose and treat complications arising from 
participation in these qualified trials. Routine 
costs, as defined by CMS, include1:

• Items or services that are typically provided 
absent a clinical trial (e.g., conventional care);

• Items or services required solely for the 
provision of the investigational item or service 
(e.g., administration of a noncovered chemo-
therapeutic agent), the clinically appropriate 
monitoring of the effects of the item or service, 
or the prevention of complications; and

• Items or services needed for reasonable and 
necessary care arising from the provision of an 
investigational item or service in particular, for 
the diagnosis or treatment of complications.

NCD (310.1) identifies the following items as 
being excluded from coverage1:

• The investigational item or service itself, unless 
otherwise covered outside the clinical trial;

• Items and services provided solely to satisfy data 
collection and analysis needs, and that are not 
used in the direct clinical management of the 
patient (e.g., monthly CT scans for a condition 
usually requiring only a single scan); and

• Items and services customarily provided by the 
research sponsors on a free-of-charge basis for 
any enrollee in the trial.

A study must meet QCT criteria as part of the 
MCA process and be documented accordingly in a 
billing grid. Generally, a study is considered a QCT 
if it meets the following criteria1:

1. The subject or purpose of the trial must be 
the evaluation of an item or service that 
falls within a Medicare benefit category 
(e.g., physicians’ service, durable medical 
equipment, diagnostic test) and is not statu-
torily excluded from coverage (e.g., cosmetic 
surgery, hearing aids).

2. The trial must not be designed exclusively to 
test toxicity or disease pathophysiology (i.e., 
it must have therapeutic intent).

3. Trials of therapeutic interventions must 
enroll patients with diagnosed disease rather 
than healthy volunteers; however, trials of 
diagnostic interventions may enroll healthy 
patients in order to have a proper control 
group.

4. The clinical trial must be “deemed” to qualify 
(see below).

NCD (310.1) defines seven desirable character-
istics a clinical trial must possess to be considered 
“deemed.” The Agency for Healthcare Research 
and Quality (AHRQ) is an agency within the U.S. 
Department of Health and Human Services that 
has identified the following types of trials to be 
considered “automatically qualified” to receive 
Medicare coverage for routine costs1:

• Trials funded by the National Institutes of 
Health (NIH), Centers for Disease Control and 
Prevention (CDC), AHRQ, CMS, Department of 
Defense (DOD), and Department of Veterans 
Affairs (VA);

• Trials supported by centers or cooperative 
groups that are funded by the NIH, CDC, 
AHRQ, CMS, DOD, and VA;

• Trials conducted under an Investigational New 
Drug application (IND) reviewed by the U.S. 
Food and Drug Administration (FDA); and

• Drug trials that are exempt from having an IND 
under 21 CFR 312.2(b)(1) in the Code of Federal 
Regulations will be deemed automatically qual-
ified until the qualifying criteria are developed 
and the certification process is in place. At that 
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time, the principal investigators of these trials 
must certify that the trials meet the qualifying 
criteria in order to maintain Medicare coverage 
of routine costs. This certification process will 
only affect the future status of the trial, and will 
not be used to retroactively change the earlier 
deemed status.

Local and National Coverage 
Determinations 
In addition to the national coverage determina-
tions detailed in NCD (310.1), coverage limitations 
may be determined by state governments. These 
are known as local coverage determinations 
(LCDs), and must also be considered when billing 
clinical research items to Medicare. The coverage 
analysis must reflect any relevant LCD or NCD for 
each item and service evaluated.

LCDs are determined by each state’s Medicare 
Administrative Contractor, formerly known as 
the Fiscal Intermediary. These contractors make 
the majority of coverage determinations, so it is 
imperative that LCDs are researched, analyzed, 
and interpreted appropriately to determine if an 
item is billable to Medicare. This can be a major 
pitfall in clinical research billing compliance if not 
done properly.

NCD (310.1) and Medical Devices 
Generally, NCD (310.1) does not apply to research 
billing for medical device studies. Through an 
interagency agreement, CMS and the FDA have 
developed a process to categorize all FDA-approved 
Investigational Device Exemptions (IDEs) for 
Medicare coverage and payment purposes.

There are two categories for devices for pay-
ment purposes:

• Category A devices are considered experi-
mental and/or innovative devices, and are not 
covered by Medicare. However, the regulations 
do allow for the coverage of routine care 
services related to Category A devices furnished 
in conjunction with an FDA-approved clinical 
trial.

• Category B devices are nonexperimental 
and/or investigational devices, and may be 
submitted to Medicare for reimbursement in 
conjunction with routine care services related 
to the device.

Effective for Category A and B IDE studies 
approved by the FDA on or after January 1, 2015, 
study sponsors must submit a request to CMS for 

review and approval for Medicare coverage. Further 
details regarding this process and device coverage 
can be found in The Medicare Benefit Policy Manual 
(Chapter 14 is devoted to medical devices).2

How to Perform an MCA
As explained further in this section, the six-step 
process for completing an MCA consists of:

1. Gather essential documents

2. Conduct QCT analysis

3. Document patient care costs

4. Document which patient care costs are 
promised free of charge

5. Assess routine care items

6. Assign appropriate codes and modifiers as 
necessary 

STEP 1:  
GATHER ESSENTIAL DOCUMENTS
The essential documents include the study proto-
col, clinical trial agreement, budget, and informed 
consent form. If FDA IND/IDE approval letters 
or Medicare Administrative Contractor approval 
letters are available, they should also be collected 
and referenced in the MCA.

The coverage memo should list which docu-
ments were used in the process and reference their 
version numbers/dates. The coverage memo will 
also contain all of the study identifying information 
(i.e., protocol name, number, principal investigator/
coordinator name and contact info, etc.). The 
National Clinical Trial number listed at ClinicalTri-
als.gov should be referenced in the MCA.

STEP 2:  
CONDUCT QUALIFYING CLINICAL TRIAL ANALYSIS
The study must be reviewed to determine if it meets 
QCT status using the criteria mentioned above. 
This information should be clearly documented in 
the coverage memo.

The first criterion asks if the study is an inves-
tigation of a product or service that is covered by 
Medicare (e.g., drugs and biologics, lab services, 
etc.). The protocol title should often answer this 
question.

The second criterion is whether the study has 
therapeutic intent. This can be answered by refer-
encing the study objectives or the study endpoints. 
For example, a statement indicating that the study 
intends to assess “progression-free survival rates” 
in a chemotherapy trial implies that the study 
drug or treatment regimen is intended to slow or 
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halt tumor progression, suggesting anticipated 
therapeutic intent.

The third criterion asks if the study enrolls 
patients with a diagnosed disease. This informa-
tion is often identified in the protocol title or study 
eligibility criteria.

Finally, the study must be deemed, as described 
earlier. If the study does not meet one of the auto-
matically “deeming” criteria, it must demonstrate 
that it meets the seven desirable characteristics. 
Identifying the study as “deemed” is not the same 
as meeting the QCT criteria; deemed trials meet 
one of the four criteria for QCT, but the other three 
criteria also must be met.

STEP 3:  
DOCUMENT PATIENT CARE COSTS
Patient care costs include all the items and services 
that are performed in the trial. This information is 
most often easily found in the protocol’s Schedule 
of Activities grid. This information should be 
replicated in the Coverage Grid of the MCA.

A thorough review of the protocol should be 
conducted to ensure that required items/proce-
dures were not left out of the Schedule of Activities. 
An “X” should be placed in the grid for each item 
required on its corresponding study day.

STEP 4:  
DOCUMENT PATIENT CARE COSTS  
PROMISED FREE OF CHARGE
The Clinical Trial Agreement and study budget 
provided by the sponsor should clearly detail what 
is provided to research subjects free of charge. For 
these items, any “X” in the coverage grid should be 
replaced by an “S” to indicate that the item is being 
paid for by the study sponsor.

It is helpful to include a “Comments” box for 
each line item in the coverage grid for making 
notes of where payment obligations reside (i.e., 
Clinical Trial Agreement, sponsor budget, etc.).

STEP 5:  
ASSESS ROUTINE CARE ITEMS
The remaining items must be assessed to deter-
mine if they meet CMS’s description of a routine 
cost in a clinical trial, as listed above. In determin-
ing “routine/conventional care,” a rigorous review 
of relevant medical literature must be performed to 
obtain objective support for what is typical care for 
patients absent a clinical trial.

For cancer trials, the National Comprehensive 
Cancer Network Guidelines are often consulted. 
The New England Journal of Medicine, Medline, 
and publications from professional societies, such 
as the American Academy of Cardiology, are also 
good resources that may be utilized.

Input from the principal investigator may 
be necessary in determining what is considered 
conventional care, if it is not always clear from 
published treatment guidelines. The source used 

in making a routine care determination should be 
referenced in the Comments section of the cover-
age grid. These items should have any “X” replaced 
with an “M” to indicate that the item can be billed 
to Medicare.

All items marked as billable to Medicare need 
to be evaluated for potential LCDs or NCDs. Details 
of any relevant LCDs/NCDs must be documented 
in the Comments section, as well.

STEP 6:  
ASSIGN APPROPRIATE CODES AND  
MODIFIERS AS NECESSARY 
Finally, for all items marked as billable to Medi-
care, appropriate medical billing codes should 
be assigned. Coding professionals should be 
consulted to ensure that the proper codes are 
identified for the required protocol items/services. 
Online coding resources may be utilized, as well.

Effective January 1, 2015, the study’s aforemen-
tioned National Clinical Trial number must also 
be included on a Medicare Claim. The V70.7 Code 
designated by Medicare should also be placed in the 
secondary diagnosis position on a Medicare Claim 
to note that this is a research participant. In some 
cases, Condition Code 30 (for nonresearch services 
provided to all patients, including managed care 
enrollees, enrolled in a QCT) will also be applicable.

What are known as Q0 and Q1 modifiers must 
be used to differentiate between routine and 
investigational items and/or services on outpatient 
claims submitted to CMS. Investigational items or 
services provided during, or as part of, an approved 
clinical research study should have a Q0 modifier. 
Q1 modifiers should be used for a routine item or 
service provided during, or as part of, an approved 
clinical research study.

Conclusion: A Solo Mission Impossible?
It is nearly impossible to find one individual qual-
ified in all aspects of completing an MCA, so the 
best approach is generally to make it a team effort.

For the best results, the process should be cen-
tralized to ensure that all clinical trials are being 
analyzed with the same rigor on an institutional 
level. Operationalizing the information in the MCA 
within the revenue cycle is another challenge that 
most sites face, but the simplest solution starts with 
effective and ongoing communication.

Without proper controls in place and clear 
lines of communication identified among all 
parties involved in the clinical research enterprise, 
the MCA will not serve its purpose in avoiding 
billing risks. A commitment from leadership and 
concerted effort from all research professionals 
are necessary to implement these steps involved 
in building and maintaining a successful and 
compliant clinical research program.
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Clinical Trial Billing: Solutions  
to a Complex Problem

1.  What has prompted the recent increased 
attention on clinical trial billing?
A. Medicaid regulations
B. Audits
C. Whistleblowers
D. Budget constraints

2.  Some institutions have implemented the 
following office to address billing challenges:
A. Centralized clinical trials office
B. Research compliance office
C. Technology transfer office
D. Sponsored projects office

3.  Which of the following most accurately describes 
the purpose of creating a clinical trial budget?
1. To estimate how much will be left over at the end 

of the project
2. To determine the total costs that will be incurred 

as part of the study
3. To determine which procedures are to be billed to 

a research grant and which are to be billed to a 
patient’s account

4.  To compare costs at one site with costs incurred at 
other sites
A. 1 and 3 only
B. 1 and 4 only 
C. 2 and 3 only
D. 2 and 4 only 

4. What is the best way to prepare a budget?
A. Take your best guess
B. Take the sponsor’s offer and make it work
C. Identify all costs that will be incurred during the 

study
D. Double the best estimate

5.  Which document is needed to begin the first step 
of creating the budget?
A. Protocol
B. Sponsor budget
C. CMS regulations
D. Institutional code of conduct

6.  At what point during budget development 
should the sponsor’s offer be considered?
A. As soon as the sponsor’s offer is received
B. Once the IRB has approved the study
C. Once the study is open to enrollment
D. Only after an internal budget has been completed

7.  What role does the informed consent form have 
in clinical trial billing?
A. It must articulate which procedures are standard 

of care
B. It assures participants that they will never have a 

financial obligation when involved in the study
C. It must state that any bills received while 

participating in the study should be sent to the 
study team

D. It lets the reader know that the IRB approves all 
bills received by a participant

8.  Which of the following resources can be helpful 
in tracking critical information related to clinical 
trial budgeting and billing?
A. Institutional compliance office
B. IRB submission
C. Study protocol
D. Clinical trial management system (CTMS)

9.  Reviewing a contract’s payment terms allows a 
reader to:
A. Prepare for sponsor negotiations
B. Submit full information to the IRB
C. Understand when and how a sponsor payment 

will be made
D. Determine whether a conflict of interest exists

10.  Which of these is a good example of a proactive 
approach to managing clinical trial billing?
A. Distributing a monthly report that allows study 

teams to review current charges that have not yet 
been paid

B. Implementing a closeout process that requires a 
review of all past charges billed to a study

C. Calling all participants in a study and inquiring 
whether they received a bill

D. Requesting an audit to review past billing

Key Financial Audit Strategies and 
Considerations: A Research Compliance 
Officer’s Perspective

11.  Research financials are often difficult to manage 
and audit because issues arise that are:
1. Broad
2. Different
3. Interconnected
4. Costly

A. 1, 2, and 3 only
B. 1, 2, and 4 only
C. 1, 3, and 4 only
D. 2, 3, and 4 only

12.  What are important skill sets for any auditor?
A. Planning, preparation, and communication
B. Coding, presentation skills, and planning
C. Report writing, communication style, and 

preparation
D. Problem solving, organization, and flexibility

13.  What are priority areas of compliance that work 
plans are typically developed from?
A. Recent news articles, legal cases, and internal 

review findings
B. Recent internal audit findings, budget data, and 

regulatory notices
C. Stakeholder interviews, current regulatory 

environment, and past internal review findings
D. Hospital patient satisfaction surveys, review of 

top risk areas, and new acquisitions

14.  What does OIG stand for?
A. Office of Inspections Guidance
B. Office of the Inspector General
C. Organization for International Guidance
D. Organization for the Inspector General

15.  Which quality is important when employing an 
effective audit strategy?
A. Being diplomatic with all parties involved in the 

process
B. Including enough charts and figures in the work plan 
C. Knowing how to use the electronic medical record 

system
D. Understanding the environment and knowing 

limitations

OPEN BOOK TEST
This test expires on October 31, 2016
(original release date: 10/1/2015) 

Clinical Trial Billing
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Find the most current online test at www.acrpnet.org/homestudy, including  
any revisions made after publication of this issue of Clinical Researcher. 

16.  What are important types of up front financial 
processes one can evaluate?
A. Flagging of research services or subjects
B. Application of billing modifiers
C. Transfer of charges to research fund accounts
D. Time and effort certification

17.  What is a key financial area to consider for 
review in research?
A. Tax return forms for research subjects
B. Coverage analysis for a study
C. Hospital patient billing system security
D. Research review committee turnaround time

18.  Which group of people should information from 
reviews be used to inform?
A. Patients and patient advocates
B. Registrars, billers, and coders only
C. Research investigators and coordinators only
D. Institutional leadership and stakeholders

19.  What should review findings and processes 
developed as a result of the reviews be used for?
A. To review processes that are still undergoing 

changes
B. To develop manuals for appropriately registering 

research subjects
C. To prevent turnover of staff who are involved in 

billing
D. To inform future reviews to ensure past issues 

were resolved

20.  What are the three elements of an effective loop 
back?
A. Planning, educating, and communication
B. Evaluating, strategizing, and auditing
C. Planning, executing, and improving
D. Risk assessment, committee review, and policy 

creation

Medicare Coverage in Clinical Trials: Are Your 
Clinical Research Billing Practices Compliant?

21.  The federal policy that states only “routine 
costs” in “qualifying clinical trials” are billable to 
the Medicare program is known as:
A. NCD 310.1: National Coverage Decision for Clinical 

Trials
B. NCD 310.1: Local Coverage Decision for Clinical 

Trials 
C. 45 CFR part 46
D. 21 CFR 812

22.  Which of the following are examples of routine 
costs as defined by the Centers for Medicare and 
Medicaid Services?
1. Items or services required solely for the provision 

of the investigational item or service (e.g., 
administration of a noncovered chemotherapeu-
tic agent), the clinically appropriate monitoring 
of the effects of the item or service, or the 
prevention of complications

2. Items or services needed for reasonable and 
necessary care arising from the provision of an 
investigational item or service in particular, for 
the diagnosis or treatment of complications

3. Items and services customarily provided by the 
research sponsors free-of-charge for any enrollee 
in the trial

4. Items or services that are typically provided 
absent a clinical trial (e.g., conventional care)
A. 1, 2, and 3 only
B. 1, 2, and 4 only
C. 1, 3, and 4 only
D. 2, 3, and 4 only

23.  Which one of the following criteria must be met 
for a study to be considered a Qualifying Clinical 
Trial as stated in the Clinical Trial Policy?
A. Trial must evaluate drug safety and tolerability
B. Trial must be funded by the NIH 
C. Trial must enroll healthy subjects
D. Trial must have therapeutic intent

24.  Which category of medical devices may be 
submitted to Medicare for reimbursement?
A. Category A devices
B. Category B devices
C. Category C devices 
D. Category D devices 

25.  Which of the following are essential documents 
required to perform a Medicare coverage 
analysis?
1. Research charge master
2. Study protocol
3. Informed consent form 
4. Study budget

A. 1, 2, and 3 only
B. 1, 2, and 4 only
C. 1, 3, and 4 only
D. 2, 3, and 4 only

26.  Qualifying Clinical Trial analysis requires a 
review of:
1. Medicare benefit category
2. Progression-free survival
3. Therapeutic intent
4. Diagnosed disease

A. 1, 2, and 3 only
B. 1, 2, and 4 only
C. 1, 3, and 4 only
D. 2, 3, and 4 only

27.  Which essential document provided by the 
sponsor details which items and services are 
provided to subjects free of charge?
A. Clinical Trial Agreement
B. Study protocol
C. FDA IND letter
D. Schedule of activities

28.  Routine care items determined to be billable to 
Medicare are indicated in the coverage grid with 
which letter? 
A. B
B. S
C. M
D. X

29.  Which of the following are required to be affixed 
to Medicare claims for items/services performed 
in a clinical trial?
1. Patient study ID number 
2. V70.0 code
3. Condition code 30
4. NCT number

A. 1, 2, and 3 only
B. 1, 2, and 4 only
C. 1, 3, and 4 only
D. 2, 3, and 4 only

30.  Investigational items or services provided 
during or as part of an approved clinical research 
study should have which modifier?
A. V70.0
B. Condition code 30
C. Q0
D. Q1
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Feeding the Hunger for New Ideas
Curiosity is wired into our DNA. We want 
to always be moving forward. To learn. To 
understand. To crane our necks in an effort to 
see what’s coming around the next bend.

Today’s clinical researchers are hungry for 
new ideas, and they devote time and energy 
to locating those rewarding professional 
environments that actively encourage them 
to lean forward. It’s about finding the best 
new courses, seeking new certifications, 
and culling the strongest ideas from a wide 
assortment of tools, including management 
reports, conference presentations, webinars, 
and onsite training opportunities.

Across the board, clinical researcher employ-
ers appear to be getting the message. To learn 
more, we asked employees at medical device, 
pharmaceutical, and contract research organi-
zation (CRO) firms about their shops’ policies on 
education and training (see chart below).

Within a few wrinkles here and there, the 
overarching message was clear: More than 
half offered in-house training and/or allowed 
employees to participate in educational 
opportunities. CROs tended to lead the way 
with in-house programs; medical device and 
pharmaceutical shops more often encouraged 
personnel to explore educational opportuni-
ties at other venues.

Companies also kicked in financially: 
More than 70% of medical device firms paid 

for employee meeting, training, and devel-
opment events. More than half of pharma 
companies and more than one-third of CROs 
did the same. These companies understand 
that a well-trained workforce is also a produc-
tive, motivated work force.

It’s more than a hunch: In our CRC Perspec-
tive column, guest author Nancy A. Needler, 
BS, CCRC, and frequent columnists Claudia G. 
Christy, RN, MSN, CCRC, and Laura B. Cowan, 
MA, reference an important 2008 survey that 
found job satisfaction was tied directly to job 
training programs. You’ll find more on that on 
page 31.

At ACRP, we obviously recognize the impor-
tance of training and certification. Few would 
argue that these are not valuable pursuits for 
clinical researchers and the industry as a whole. 

In this special report, a handful of leading 
training practitioners make the best case 
for their own philosophy and resources. We 
hope the information contained here, and 
throughout Clinical Researcher, informs 
future training decisions and inspires clinical 
researchers everywhere to continue their 
quest to be their best.

James Michael Causey
Editor-in-Chief
Clinical Researcher

EDUCATION & TRAINING SPECIAL SECTION
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Drug development is a costly and 
timely process, requiring highly 
knowledgeable and skillful research 
professionals. This was the impetus 
for a collaboration between Merck and 
the Rutgers School of Health Related 
Professions, and the subsequent devel-
opment of a unique online Masters 
Degree in Clinical Trial Sciences.  
This program began as a post- 
baccalaureate Certificate in Recruit-
ment Sciences in 2006. 
Merck recognized that 
one of the bottlenecks 
to bringing a drug to 
the marketplace was 
subject recruitment.
New methodologies 
and metrics were being collected to 
document recruitment but there was 
a shortage of individuals who under-
stood the science and psychology 
involved. With the help of high-level 
individuals at the company, and Rut-
gers faculty, this 15-credit certificate 
was created. After reviewing the needs 
of the pharmaceutical companies 
within New Jersey, Rutgers developed 
two additional certificates, Regulatory 
Affairs and Informatics. In 2009 the 
certificates were converted to tracks 
and a Masters Degree was created to 
further meet the work-force needs of 
the industry.

The Biopharma program has grown 
from 11 students to over a 100, and 
now offers specialization tracks in 
four areas including; Regulatory 
Affairs, Drug Safety & Pharmacovig-
ilance, Clinical Trial Management, 
and Informatics. The program has 
a unique curriculum design in that 
students take three core courses 
including a capstone course or field-
work experience and then specialize 

in one of the four areas. Students take 
electives from the alternate tracks so 
they fully understand the breadth and 
depth of the enterprise. This design 
enhances their marketability and 
avoids forcing them to apply to only 
one job type. Additionally, students 
have been placed at the FDA, Merck, 
Novartis, and other companies for 
fieldwork experiences as well as CROs 
and academic medical centers.  

Faculty support and advisement is a big 
component of this program. Faculties 
from pharmaceutical companies 
bring real-life experiences. Faculty are 
also heavily involved in professional 
societies including ACRP, DIA, SOCRA, 
and RAPS. Additionally, the program 
is a member of the Consortium of Aca-
demic Programs in Clinical Research, 
and faculty are involved in writing 
accreditation standards for academic 
programs. 

While academic programs in clinical 
research are fairly new, employers 
and graduates already recognize their 
value. As noted by some of the gradu-
ates: “The MS in Clinical Trial Sciences 

program has been a tremendous asset 
to my career. Not just in terms of a 
competitive advantage, but also in 
my understanding and execution of 
learned skills from my curriculum. The 
online program was easy to balance 
with my demanding job. My acquired 
skill-set and knowledge has proven 
invaluable in my career in this dynamic 
regulated industry,” says Michael P. 

Anna B. shares that 
joining the Biopharma 
Educational Initiative 
was one of her best 
life choices. “Besides 
excellent education 
and mentorship, I 

was exposed to a whole new world of 
potential opportunities to pursue.”

Applications are accepted in the fall 
and spring. GREs are not necessary but 
a goal statement, resume, transcripts, 
and references are required. Many of 
the students are adult learners who 
have full-time jobs and families to 
support. They find the online mode 
of administration and flexibility 
extremely helpful. 

Given the complexities of bringing 
products to market, specialists in drug 
development are needed in a variety of 
positions and job roles, and Rutgers is 
poised to meet these needs. 

For more information please call  
973 972-6482 or visit  
http://shrp.rutgers.edu/
dept/biopharma/
Barbara Gladson PhD, Director of the  
Biopharma Educational Initiative, MS  
in Clinical Trial Sciences
Rutgers, The State University of New Jersey

SPECIAL ADVERTISING SUPPLEMENT

The Rutgers University Biopharma 
Educational Initiative Offers a Unique 
Curriculum Design for Online Graduate 
Programs in Clinical Research 

The MS in Clinical Trial Sciences program has been a tremendous asset to 
my career. Not just in terms of a competitive advantage but also in my 

understanding and execution of learned skills from my curriculum.

http://shrp.rutgers.edu/dept/biopharma/
http://shrp.rutgers.edu/dept/biopharma/
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Things move fast in the  
pharmaceutical industry.

For professionals like Brian Dean—a former 
clinical research manager for Auxilium 
Pharmaceuticals (now Endo International) 
whose career in the pharmaceutical industry 
has taken him all over the world doing pharma-
ceutical trials—mastering the latest industry 
trends is imperative. 

“In clinical and pharmaceutical research, you 
can always learn more with how often and 
quickly things change,” said Dean. 

Dean knew that a graduate degree would be 
the best way to gain the skills needed to be 
successful in the pharmaceutical industry. But 
with a hectic travel schedule, he knew he would 
need a program that allowed the flexibility to 
attend online. 

As an employee of a Drexel Online partner 
organization, Dean was able to receive signifi-
cant tuition savings to participate in the Drexel 
University College of Medicine’s Master’s in 
Clinical Research Organization and Manage-
ment program. 

The MS in Clinical Research Organization and 
Management program offered both flexibility 
and a rigorous curriculum, and eventually 
piqued Dean’s interest in entrepreneurship. 
Shortly after he graduated from the program 
in 2014, he decided to leave his position at 
Auxilium to launch his own clinical research 
consulting firm, Dean Clinical Consulting. 

“While I was at Auxilium I was already putting 
what I learned each day into practice. And now, 
as a consultant, having that degree on my CV is 
absolutely essential,” said Dean. 

In the future, Dean plans to launch his own 
Contract Research Organization (CRO), CliniTx 
International, with a partner in Texas; a ven-
ture he says Drexel helped prepare him for. 

“Drexel’s program offered courses that are 
essential to both my consulting work and new 
CRO—classes such as Pharmaceutical Law 
and Pharmacovigilance cover issues that come 
up every day,” said Dean. “What I learned has 
helped me immensely.” 

Drexel University’s College of Medicine offers 
online clinical research programs that train 
students to administer and manage critical 
medical investigations in a variety of settings. 
Designed to meet your specific career goals, 
these degrees and certificates utilize research 
practicum supplemented by coursework 
focused on contemporary business, legal, and 
ethical issues pertinent to the clinical research, 
pharmaceutical, and healthcare industries.

To learn more about Drexel  
University’s online clinical research 
programs, please visit: Drexel.edu/
OnlineCR
Queen Muse,  
Communications Manager

The MS in 
Clinical Research 
Organization and 

Management 
program offered 
both flexibility 
and a rigorous 

curriculum, and 
eventually piqued 
Dean’s interest in 
entrepreneurship. 

SPECIAL ADVERTISING SUPPLEMENT
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While training may initially appear as a complex 
and potentially costly program to implement, some 
great resources exist to ease the burden. In fact, the 
Clinical and Translational Science Award (CTSA) 
program’s Research Coordinator Taskforce has 
focused on this very topic. Based within the National 
Institutes of Health (NIH), the CTSA program 
addresses the development and implementation of 
national standards and best practices for translation 
of research from bench to bedside. The program 
supports a national network of medical research 
institutions collaborating to transform how clinical 
and translational science is conducted nationwide.1

Membership and Methodology of the 
Research Coordinator Taskforce
The Research Coordinator Taskforce began in 
2006, and included as its members colleagues from 
the initial 16 academic medical centers that had 
received CTSA program funding. The taskforce aver-
aged 43 people, and included institutional trainers, 
CRCs, and institutional review board members who 
worked together via web conferences, e-mails, and 
phone conversations to fulfill the group’s mission 
to support the professional development of CRCs 
and to help guide institutional leaders on how to 
organize and network their CRC workforce.

The taskforce sought to understand the needs 
of coordinators, and in 2008 a survey of CRCs 
was fielded and analyzed. The critical need for 
academic health centers to assess the training, 

support, and career development requirements of 
CRCs emerged in a published report.2

One of the survey’s findings demonstrated that 
job satisfaction is tied directly to job training, there-
fore the taskforce recommended retention of CRCs 
through recognized training programs at the local, 
institutional, or national levels. The taskforce also 
emphasized that training topics covered must be 
adequate to arm CRCs with the tools to be successful 
in the execution of their job responsibilities.

Tools from the Taskforce
To address these training recommendations, the 
taskforce developed an extensive document on 
“Training Elements of Human Subject Research 
Coordination.” This comprehensive list maps to 
the life cycle of study management and provides a 
categorical listing that serves as a lesson plan for 
educators and trainers to begin developing train-
ing programs that provide content areas typically 
relevant for CRCs. An accompanying document on 
professional resources lists books, organizations, 
and websites of use to CRCs and trainers.3

Other Sources of Note
During the same time period as the taskforce’s 
work, other academic offices, individual principal 
investigator teams, research industry agencies, 
and local and national groups identified standards 
for training the CRC workforce. Enhanced stan-
dardization of training has also occurred through 
fruitful discussions advanced through collabora-
tive groups such as, but not limited to:

• Oncology Nursing Society (core competencies) 
at https://www.ons.org/practice-resources/
competencies

• The Consortium of Academic Programs in 
Clinical Research at www.coapcr.org/

• Joint Task Force for Clinical Trial Competency 
at http://mrctcenter.org/files/mrct/files/joint 
taskforceforclinicaltrialcompetency.pdf4

	CRC PERSPECTIVES
 Nancy A. Needler, BS, CCRC; Claudia G. Christy, RN, MSN, CCRC; Laura B. Cowan, MA

[DOI: 10.14524/CR-15-4084]

CTSA Program and  
Other Training Resources  
for CRCs
Have you ever found someone who appears to be a promising 
new clinical research coordinator (CRC) for your research team 
but, because he or she is brand new to the position’s duties, 
you wondered where to begin with explaining how study sites 
are managed and what the job expectations are? For new hires 
and existing staff alike, orientation and continued training 
development opportunities are essential components of even the 
most basic of clinical research offices.

For new hires and 
existing staff alike, 

orientation and 
continued training 

development 
opportunities are 

essential components 
of even the most basic 

of clinical research 
offices.
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• TransCelerate Biopharma Inc., Site Qual-
ification and Training project at www.
transceleratebiopharmainc.com/initiatives/
site-qualification-and-training-sqt/

• Association of Clinical Research Professionals: 
Competency Domains for the Clinical Research 
Professional at www.acrpnet.org/MainMenu 
Category/Education/Building-Competencies.
aspx

• Collaborative Institutional Training Initiative 
at the University of Miami, Clinical Research 
Coordinator course at https://www.citiprogram. 
org/index.cfm?pageID=834 

Furthermore, the National Center for Advancing 
Translational Science (NCATS), which is home to the 
CTSA program (see https://ncats.nih.gov/), awards 
funds for projects with special attention to develop-
ing the research workforce. A project on “Enhancing 
Clinical Research Professionals Training & Qualifi-
cations” was funded at the CTSA program at Univer-
sity of Michigan, with its first goal being to establish 
standardized training for good clinical practice for 
clinical trial personnel. Having accomplished that, 
the development of a competency-based education 
curriculum for training principal investigators and 
CRCs is the next phase of the grant’s activities (see 
www.ctsa-gcp.org/news).

Conclusion
As training standards are further developed and 
available, the future is looking bright for research 
coordinators and investigators at academic health 
institutions and other sites at the institutional and 
national levels.

We hope that you find these resources to be valu-
able both to yourself and other current and future 
research processionals. The Research Coordinator 
Taskforce worked diligently to compile a list of qual-
ity resources to help guide your training practices. 
We invite you to share what was developed and join 
the conversation to continue the advancement of 
clinical research training opportunities.

Disclosure
The NC TraCS Institute at the University of North Carolina (UNC) at 
Chapel Hill is the academic home of the NIH’s CTSA program (grant 
number 1UL1TR001111). The content is solely the responsibility of the 
authors and does not necessarily represent the official views of the NIH.
The project described in this publication was supported by the 
University of Rochester CTSA (award number UL1 RR024160) from 
the National Center for Research Resources and the NCATS of the 
NIH. The content is solely the responsibility of the authors and does 
not necessarily represent the official views of the NIH.
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This thought-provoking e-book on how to become 
a better monitor covers how to anticipate, prepare, 
organize, scrutinize and follow up on issues found 
during a monitoring visit. 

“I found Patty’s personal approach  
very informative and would highly 
recommend this book”  
–J. K. Director Clinical Research

BUY NOW! And start using  
these techniques today.  

www.PKasperAssociates.comwww.PKasperAssociates.com

“I found Patty’s personal approach 
very informative and would highly 
recommend this book”
–J. K. Director Clinical Research

BUY NOW!
these techniques today. 

Patty Kasper, MS, CCRA  
a clinical research consultant and trainer shares her 

stories and techniques on achieving monitoring excellence.

Nancy A. Needler, BS, CCRC, is manager of the Research 
Coordinator Program at the University of Rochester’s Clinical & 
Translational Science Institute in Rochester, N.Y.

Claudia G. Christy, RN, MSN, CCRC, (claudiachristy15@gmail.com) 
is a regulatory nurse consultant in North Carolina.

Laura B. Cowan, MA, (lbcowan@unc.edu) is a project manager 
and research specialist in the site startup processes for, and 
management of, clinical trials at the Office of Research Information 
Systems at UNC at Chapel Hill.
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There has never been a more exciting time to 
be involved in clinical research. We’re seeing 
more advances in life-changing medical 
devices and pharmaceuticals than at any other 
time in history, creating a growing demand 
for qualified clinical research professionals. It 
only make sense that clinical research profes-
sionals need continuing education to keep up 
with a rapidly evolving industry.

However, many clinical research associates 
spend as much as 75 percent of their time on 
the road. They’re so busy traveling from one 
site to the next that it’s difficult to find the time 
to keep up on the latest regulations, which can 
directly impact a study’s compliance.

Additionally, investigators, sponsors, or CROs 
may be reluctant to invest in the training and 
development their staff needs due to high 
turnover, costs, and lack of time.

Many clinical 
research associates 
spend as much as

75 %
of their time  
on the road

Clinical Research That Takes You  
to a New Level of Proficiency

Therefore, we at IMARC are pleased to offer 
a series of affordable online training and 
continuing education courses designed to 
prepare you and your team for clinical research 
compliance.

These courses cover many aspects of the 
clinical research process, from FDA regula-
tions and Good Clinical Practice standards to 
adverse event reporting and how to conduct 
monitoring activities. And—all courses can 
be taken at your own pace. We can even create 
and customize additional training to meet the 
needs of your team.

IMARC University Current Offerings
• Training Packages – check out our  

Foundation Package!

• Role-Based Training for Monitors  
and Research Coordinators

• Individual Courses on topics including  
BIMO Inspections and GCP

Our courses are designed to help you expand 
your clinical research knowledge base, and 

help you raise the bar in 
your clinical research 
career. Best of all, our 
courses offer continuing 

education contact 
hours that are valuable 

for maintaining 
professional 

certifications and/
or your nursing 
license.

SPECIAL ADVERTISING SUPPLEMENT

At IMARC Research, training  
is in our DNA. Download our  
course catalog today to get  
started! www.imarcresearch.com/
university
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As research protocols and global expansion 
of medical product development have become 
increasingly complex, the responsibilities of 
clinical and preclinical research professionals 
have increased significantly. 

To address this changing landscape, The Ohio 
State University has developed the Master of 
Applied Clinical and Preclinical Research 
(MACPR). This interdisciplinary, entirely online 
program will prepare graduates to address 
these challenges as highly effective administra-
tors, regulatory specialists, and research team 
members in clinical and preclinical research 
studies. Choose from specialization in clinical 
research management, regulatory affairs, 
safety pharmacology, or clinical pharmacology.

The MACPR program is offered jointly by OSU’s 
colleges of Nursing, Pharmacy, Medicine, and 
Veterinary Medicine. This professionally ori-
ented master’s degree program is designed to 
be flexible and convenient to students at either 
the career-entry or mid-career level.  

“We are in a new era, where clinical research 
workforce development translates into education, 
role definition, and professionalization to best 
address the growing requirements for account-
able clinical research,” said Dr. Carolynn Thomas 
Jones, MACPR curriculum faculty lead. 

The MACPR program includes a cumula-
tive capstone project or internship with a 
contracted clinical/preclinical research 
mentor where students have an opportunity 
to participate as a professional research 
team member and apply clinical/preclinical 
research administrative and scientific princi-
ples. Students also complete an ePortfolio as 
a culminating deliverable which highlights 
reflections, learning, and examples of work 
in a web-based product that will supplement 
professional resumes.

What sets Ohio State’s  
MACPR degree apart?
• The program is open to qualified students 

with a bachelor’s degree in any major.

• An interdisciplinary set of core courses is 
taught by faculty from four colleges, with a 
unique opportunity to specialize in one of 
four tracks. Additional faculty are drawn 
from administrators and scientists in 
research organizations associated with OSU.

• MACPR is affiliated with one of the largest 
academic medical campuses in the country, 
currently conducting over 1,000 clinical and 
preclinical research studies.

• The program boasts strong industry relation-
ships with biomedical research organiza-
tions and corporations.

• Offered entirely online, MACPR offers 
in-state tuition to all students regardless of 
state or country of residence.

For further information visit 
macpr.osu.edu 
Marjorie Neidecker, PhD MEng RN CCRP 
Program Director 
neidecker.1@osu.edu

This interdisciplinary, 
entirely online program 
will prepare graduates 

to assume roles 
as administrators, 

regulatory specialists, 
and research team 
members in clinical 

and preclinical 
research studies.

SPECIAL ADVERTISING SUPPLEMENT

The Master of Applied Clinical  
and Preclinical Research
The Ohio State University offers four master’s degree 
specializations in clinical and preclinical research –  
100 percent online
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MISSION IMPOSSIBLE: 
Research Billing Compliance

Learning to differentiate between what is 
considered routine care or research related ser-
vices in a qualifying trial is daunting. Getting 
this process correct is tricky. New regulations, 
updates, and the latest information sharing 
has placed clinical trial billing on the top of 
everyone’s mind. Pharmaceutical sponsors and 
device companies are also developing exper-
tise, as well as sites in this area. Are you aware 
of the recent regulations from the Medicare 

Advantage Plans and 
the drug trials? What 
is the latest with rev-
enue code 53 and the 
device approvals from 
Medicare? Budgets, 
billing grids, con-
tracts and workflows 
are complex and with 
many teams in an 
organizational “silo” 
structure, no one 
group is accountable 
for the entire process. 

This process includes the clinical teams, as well 
as the finance and coding teams. Claims for 
clinical trial services to third party payer mis-
direction come about because hospital billing 
systems do not always have the infrastructure 
build to help in this process. In order to aid in 
the standardization, consistency, transparency 
and accountability of clinical trial services, as 
well as assist Principal Investigators to focus 
on accrual, setting up a centralized clinical 
trial support office is recommended. In order 
to develop a sustainable and scalable program 

in billing compliance, EMR and hospital billing 
systems must be involved. A clinical trial 
management system (CTMS) complete with a 
calendar and tools will empower your billing 
compliance team to develop a process flow. 
These processes involve the IT department, the 
EMR, and the facility/professional billing areas 
as well. 

Gaining a return on investment for this 
centralized process is challenging for both sites 
and pharmaceutical sponsors. In order to be 
successful, it is necessary to prepare a coverage 
analysis with a solid budget, and establishing a 
bill hold on all claims in order to process them 
accordingly and determine the proper codes 
and modifiers. Then it takes widespread collab-
oration. Taking on payer challenges, appeals, 
timely filing, and Medicare Advantage with an 
understanding of what will work and what will 
not work should be a part of the process flow. 
How do you accomplish all of this with cuts in 
staffing? 

In hospital, physician practices, and clinic 
settings, these topics still remain a challenge. 
By attending the 10th Clinical Trial Billing and 
Research Compliance Conference February 
28 – March 2 in New Orleans, those responsible 
for billing and research compliance will benefit 
from two workshops, a master class session, 
and multiple case study and panel discussions 
from thought leaders in the field. 

For more information please visit our 
website at exlevents.com/CBRC.

SPECIAL ADVERTISING SUPPLEMENT

CLINICAL TRIAL BILLING
& RESEARCH COMPLIANCE  
 

February 28 – March 2, 2016
New Orleans Downtown Marriott 
at the Convention Center // New Orleans, LA  

10TH ANNUAL 

CONFERENCE

WWW.EXLEVENTS.COM/CBRC

Kelly Willenberg, MBA, BSN, CCRP, CHRC, CHC
Kelly Willenberg is the owner of Kelly Willenberg, LLC. Kelly has extensive knowledge 
in clinical trials management and research compliance, including all aspects of clinical 
trial billing compliance. She has nearly 30 years of clinical research experience and 
billing compliance.
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Developing robust clinical trial budgets is a challenge for many sites, as is maintaining 
adherence to Centers for Medicare and Medicaid Services regulations for research billing. 
Poor clinical research fiscal forecasting and undefined clinical research billing compliance 
practices increase the risk of deficits and of federal regulatory investigations.

This article identifies pre-award processes and institutional approaches for increasing 
fiscal return and mitigating fiscal compliance risk for clinical trials. Strategies for covering 
the full true costs to sites of clinical trial research are described, and techniques for 
avoiding false claims and other related research billing problems are illustrated.

Before beginning 
budget negotiations, 

it is very helpful to 
pull together the full 

study team (including 
the person who will 
be doing the actual 

budget negotiation) to 
review the budget.
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The Clinical Research Billing  
Compliance Process
In today’s highly competitive clinical research 
environment, it is vital for sites to establish and 
maintain processes for increasing fiscal return 
from clinical trials while simultaneously miti-
gating financial regulatory compliance risks. The 
backbone to accomplishing both goals is a strong 
research billing compliance program, and this 
begins with the coverage analysis process.

The regulatory impetus for the coverage analy-
sis process arose in 2000, when the federal govern-
ment issued the National Coverage Determination 
(NCD). The NCD authorized Medicare to pay for 
routine patient care and costs of medical complica-
tions associated with a patient’s participation in a 
clinical trial. To qualify for such coverage, a study 
must meet certain criteria, as detailed in the NCD.1

The term “coverage analysis” is just one of sev-
eral interchangeable terms (e.g., Medicare cover-
age analysis, prospective reimbursement analysis) 
used to describe a uniform method of analyzing 
the items and services provided in a clinical 
study to determine if the item or service can be 
appropriately billed to Medicare under the terms 
of the NCD. It is also important to understand that 
coverage analysis can refer to the overall process, 
or to the document underlying the process.2

Attributes of the Analysis
A strong coverage analysis process allows for rou-
tine care services to be routed to the appropriate 
payer, and appropriately coded for that payer. As 
such, a thorough and complete coverage analysis is 
crucial for several reasons, not the least of which is 
to protect the clinical research site from noncom-
pliance with the False Claims Act and other similar 
regulations. Complete coverage analyses, when 

used in conjunction with clinical trial budgeting, 
can also support a detailed assessment of the costs 
to the site of participating in the study.

Coverage analysis may provide potential study 
participants with an estimate of their financial 
liability before they enroll. For many sites, this 
simply means that the coverage analysis document 
can help the person who consents the patient to 
answer questions about the cost of participating in 
the study. Some sites, however, include a simplified 
billing grid in the informed consent document 
itself to aid the patient in understanding his or her 
potential financial liability.

A thorough coverage analysis coordinates 
relevant study information (protocol, consent, 
contract, budget, etc.), facilitates and strengthens 
the budgeting process, provides a standardized 
billing tool to all parties involved in the billing 
process, and establishes a financial and compli-
ance auditing platform. In short, it serves as a 
centralized repository for documentation of all 
relevant research billing decisions.

Variations On a Theme
Each clinical research study is unique in its scope 
and complexity, so the coverage analysis process and 
document will likely vary from study to study, and 
from site to site. The critical unifying thread, however, 
is that the coverage analysis process should result 
in strong documentation of the reasoning process 
behind the research billing decisions.

Figure 1 shows excerpts from a coverage analysis 
template used at some sites. This template highlights 
two important components for all coverage analysis: 
1) a mechanism to document the site’s assessment 
of the qualifying status of the study itself, and 2) a 
grid noting which specific protocol-required items 
and services are considered billable to Medicare (or 
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other third-party billers) and which must be paid 
through the study budget. One further component 
not shown in this example, but which is equally 
important, is a signature page, including a place 
for the principal investigator (PI) to indicate 
agreement with the determinations made during 
the coverage analysis process. The PI signature 
provides documentation of investigator account-
ability in the coverage analysis process.

A strong clinical research billing compliance 
program incorporates oversight of the research 
billing activities before a study begins, as well as 
during and after the study. It is important to estab-
lish the “front-end” and “back-end” safeguards that 
facilitate the process of achieving total compliance. 
On the front end, the coverage analysis process 
synchronizes study information and documents 
billing determinations for a study as a whole. On 
the back end, site processes should use those tools 
developed for the front end to direct the actual 
charges to the appropriate payer.

Maintaining clinical research billing compli-
ance is crucial, and can become highly problematic 
if conducted improperly. There is no single correct 
way to develop and implement research billing 
compliance controls to meet federal clinical trials 
billing regulations, but standardization of the entire 
billing process is a key step.

A comprehensive clinical trial billing compli-
ance program can help organizations establish stan-
dards to meet regulatory requirements and provide 
sustainable organizational consistency. Failure 

to comply with federal clinical trial billing regu-
lations can lead to research suspension, fines, the 
imposition of Corporate Integrity Agreements, and 
damage to the organization’s and/or PI’s reputation. 
Establishing standards is essential for mitigating the 
risks associated with billing noncompliance.

Techniques and Leading Practices for 
Clinical Research Fiscal Activities
In the previous section of this article, we reviewed 
the overall clinical research billing compliance 
process. In this section, we present several real-
world techniques and leading practices for manag-
ing the financial aspects of clinical research. The 
focus will be primarily on the front end of the site’s 
research billing compliance process.

When a new study is presented to a site by a 
sponsor, there is generally a budget offer accompa-
nying the protocol and other study documentation. 
The question is whether the sponsor’s budget is 
truly adequate to cover the site’s costs of perform-
ing the study.

If the sponsor provided a detailed budget to the 
site, this can make a good starting point; however, 
sponsor-prepared budgets do not always include all 
the costs associated with the study. Developing a cov-
erage analysis as described above, and determining 
the site costs for each of the items and services that 
will be billed to the study, is an important next step.

However, an additional leading practice for the 
site is to thoroughly review the study protocol to 

FIGURE 1: Example of Coverage Analysis Document
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ascertain the difficulty and/or complexity of the 
study; study preparation and training require-
ments; participant acuity and age; and overall 
length of the study. Each of these factors may affect 
actual costs of study performance. For example, 
acuity of a study participant’s medical condition 
could complicate or lengthen the time required 
for obtaining informed consent or for performing 
certain study procedures.

Nonpatient costs are important to consider as 
well. For example, if the sponsor offered a lump 
sum to cover study start-up costs, is the amount 
sufficient to pay for the site’s time and effort in 
terms of contract and/or budget preparation and 
negotiation? How about the time spent preparing 
and maintaining regulatory documents?

Also keep in mind the costs of all staff duties 
related to data management (both while the study 
is active and during close-out), case report form 
completion, time spent with the monitors, any 
advertising expenditures, and archiving. Screening, 
including the costs of prescreening before any subject 
is enrolled, pharmacy storage and preparation costs, 
and shipping costs also factor into the equation.

In addition, the payment schedule should  
take into account front-loaded screening or 
dose-escalation visits that may be more intensive 
than later visits. Furthermore, failure to manage 
the timeline for when the study site is initiated 
often presents problems, especially if payments  
are based on milestones.

Laying the Groundwork
Before beginning budget negotiations, it is very 
helpful to pull together the full study team (includ-
ing the person who will be doing the actual budget 
negotiation) to review the budget. Questions to 
think about during this review should include: 

• Is the study financially feasible? If not, is there 
departmental/organizational support for doing 
the study (i.e., is there a compelling reason 
the study should be done even if an overall 
financial loss has been projected)?

• Does the budget reflect the coverage anal-
ysis? Have all potential cost elements been 
incorporated?

• Has a budget negotiation strategy been 
discussed and agreed to by the study team?

• How will stalled budget negotiations be 
handled? Consider if the PI is willing and able 
to assist, and is an organizational official at a 
higher level willing to step in, as needed?

Why is the budget development and review 
process so important? For one thing, a thorough 
cost analysis, when done as part of budget develop-
ment, allows the investigators, departments, and 
other site stakeholders to understand the study’s 
true cost, thus allowing for more robust financial 

planning. Furthermore, the process links coverage 
analysis results with the study budget, thereby 
providing an opportunity to resolve any outstand-
ing questions of standard-of-care vs. research 
categorization before budget negotiations begin.

As such, full budgetary review should be done 
for all clinical research studies, irrespective of 
funding source. Even in the case of unfunded 
studies, the process aids in the clarification of 
the actual financial investment needed to do the 
study, thus promoting an informed decision to 
move forward. Finally, the budget development 
and review process provides leverage to the site’s 
budget negotiator by having a full understanding of 
the rationale for how the budget was set.

Along with the development and review 
process, it is important to develop practical 
and effective budget negotiation strategies. For 
instance, it is prudent to open negotiations with 
a sufficient cushion to enable concessions, as 
necessary. Consider setting the opening quote for 
procedure costs at the site’s “full charge” level, with 
an extra percentage added for price increases in 
future years.

As an example, if the MRI institutional full 
charge is $3,500, and the study is expected to last 
two years with an inflation rate of 3% per year, the 
price for the MRI used at the opening of budget 
negotiations would be set at $3,605 ($3,500 plus 3% 
to cover potential price increase in year two). When 
setting full-time equivalent and salary opening 
quotes (whether as part of the per-patient fee or as 
a separate budget line item), add a buffer to each so 
that there is room to negotiate. No matter how the 
opening quote is established, the site’s budget nego-
tiator should always keep the actual costs in mind to 
prevent dropping too low during the negotiations.

TABLE 1: Dos and Don’ts of Clinical Research Budget Development

  DO create a project-specific, detailed budget that 
includes all protocol procedures and associated costs, 
even if it’s not required by the sponsor or if the study 
is not yet funded. This should be done before the site 
agrees to take on a study.  

  DO make sure the site’s budget appropriately includes 
all the procedures that were determined to be study-
related in the study’s coverage analysis.

  DON’T enter into final budget negotiations and 
execute an agreement until a final budget has been 
created and all study costs have been identified. 

  DON’T give final approval to the budget without 
reviewing the final protocol.
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Before concluding budget and contract nego-
tiations, be sure to review the study documents 
to provide harmonization of terms between the 
informed consent document, contract, and budget. 
Pay particular attention to terms related to any of the 
sponsor’s promises to pay for specific items or ser-
vices, the timing of and/or restrictions on a sponsor’s 
payments to the site, and any subject injury clauses.

Finally, keep in mind time limitations that 
often accompany budget and contract negotiation; 
this mandates careful adherence to well-planned 
timelines for the process. To employ the oft-quoted 
maxim, “Time is of the essence.” This holds true 
for most clinical research, so having standard 
timelines for completion of the various pre-award 
steps is helpful.

An example of such standard timelines is 
presented in Table 2. While specific timelines may 
not fit for every site or every study, establishing and 
utilizing such standards are highly effective for 
many sites, and can ensure that both the site and 
the sponsor maintain the momentum necessary to 
open a new study.

Study Start-Up
An important key to maintaining compliant billing 
once the study begins is to implement a reliable 
method of identifying and tracking participants 
in the institution’s billing system. One option is to 
“register” all study participants in the institution’s 
electronic medical record (EMR) system and flag 
them under a “research” category. This assumes 
that the EMR and the billing system are linked, 

and that the research flag carries through from one 
system to the next.

Another option is to use a clinical trial man-
agement system (CTMS) to register and track all 
studies and study participants. This also assumes 
that the CTMS and the billing system are linked, 
and that research information flows from one 
system to the next.

Finally, one might utilize a special research 
procedure order form, or a special research code on 
regular clinical order forms. This assumes that the 
appropriately marked form is matched up with any 
resulting bill before that bill is released. This part 
of the process can be especially challenging for 
an organization whose primary mission is clinical 
patient care rather than research. In those cases, 
billing or revenue management units may not have 
experience with the regulatory complexities of 
research, so their systems and processes may not 
be set up in a way that will readily accommodate 
what is required to produce appropriate billings to 
research participants.

Conclusion
Balancing fiscal responsibility in clinical research 
with regulatory billing compliance demands is 
challenging for most sites. This article addressed 
the clinical research billing compliance process, 
with emphasis on those processes done by the site 
on the front end of initiating a new clinical trial. 
Tips and leading practices that are effective at 
some sites were shared as examples that may prove 
useful for adaptation to the reader’s own site.
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TABLE 2: Example of Standard Timelines for Pre-Award Processing of Industry-Sponsored Clinical Research

 COVERAGE ANALYSIS AND INITIAL BUDGET:
 •  Drafted and sent to the research team for review and approval within five business  

days of receipt of all study-related documents.

 •  Research team is asked to respond with revisions, issues, or concerns within two  
business days.

 LEGAL REVIEW OF CLINICAL TRIAL AGREEMENT:
 •  Initial redline drafted and sent to sponsor within five business days of receipt of all  

study-related documents.

 FOLLOW-UP:
 •  Weekly follow-up with sponsors who have not responded within one week of documents/

query being sent to them.

 THREE STRIKES POLICY:
 •  If sponsor does not respond after two weekly follow-up attempts, the PI is asked  

to contact the sponsor to inquire as to status. Further escalation to higher level  
institutional officials may also be useful.



October 201541Clinical Researcher

	OPERATING ASSUMPTIONS 
 Ronald S. Waife

[DOI: 10.14524/CR-15-4090]

Erase
RACI

The point of RACI is to provide a handy struc-
ture for teams or complex organizations to sort 
out, and document clearly, who is going to do what. 
However, RACI has met the common fate of other 
time-worn jargon: It is now misused, misunder-
stood, and misleading.

WHAT WENT WRONG?
Unless you are a sapphire-belt Six Sigma facilitator, 
the RACI model has long outlived its usefulness. 
Flawed at birth, its failings are ever more manifest, 
and yet the RACI model lives on like Tang on the 
International Space Station.

Perhaps you have never heard of the RACI 
model, in which case you have been spared. Each 
component of the model, in actual use today (not as 
it was originally conceived) is problematic. It is not 
enough to say, “well, people just aren’t using it cor-
rectly.” If the original definitions are forgotten or 
are no longer intuitive, then it’s the model, or more 
precisely the language in it, that has to change.

This is important for two reasons: The purpose 
of the RACI model is still a compelling notion—not 
everyone involved in a process has the same 
responsibilities (lower case “r”!). Further, the 
misuse of the individual R, A, C, I words contrib-
ute to people actually misunderstanding their 
responsibilities, not least because the labels are 
made somehow holy by the jargon.

The cost of this mistake is that reams of 
standard operating procedures and other control 
documentation are created using the RACI model, 

which are then auditable, and more importantly, 
add complexity and time to the very processes we 
are trying to make more efficient.

DISSECTING THE DILEMMA
Let’s look first at the “R” and the “A.” “R” is sup-
posed to be, in the model, the person who does the 
work—a worker, a doer. Almost no one understands 
this correctly. The letter R is defined as standing for 
“Responsible,” but the word responsible, to almost 
everyone, means the person who is in charge, who 
is supposed to lead the work, whose head will roll 
if things go wrong. Sorry, but in RACI, that is the 
definition of the “A” word—“Accountable.”

Everyone we’ve ever worked with to try and use 
RACI, or who has already had RACI imposed on 
them, confuses the R and the A, to the point where 
deciding who is R and who is A becomes arbitrary, 
and therefore meaningless. Most importantly, 
things that are confusing, contradictory, or 
illogical become unmemorable, and that makes 
the whole RACI effort a costly waste.

The “C” and the “I” are also flawed. Can there 
be any less sincere roles for people than who is 
“Consulted” and who is “Informed”? The time 
spent delineating the C and the I in the standard 
RACI workshop is not only time wasted, it is the 
opportunity for more misleading behavior.

Too often, people labeled “C” are people who 
actually should be doing something, but don’t want 
the responsibility. They are mollified with the C, as 
are those who don’t want to do anything, but want 

One of the operating assumptions widely used in biopharmaceutical process analysis is 
the “RACI” model. RACI stands for Responsible, Accountable, Consulted, and Informed, 
referring to what role any particular person, job, or department has in a particular project 
or process.

RACI has met the 
common fate of other 

time-worn jargon: 
It is now misused, 

misunderstood, and 
misleading.



Clinical Researcher42October 2015

to be able to express an opinion about what others 
are doing. Should we be officially codifying such 
wasteful and passive-aggressive behavior?

Meanwhile, what about “Informed”? Unless 
you’re working in the National Security Agency, is 
there anyone who shouldn’t be informed, and is 
there anyone who needs to be officially informed 
they qualify for this obvious, passive position?

RACI’s “C” and “I” are simply a fancy justification 
for the phenomenon I call “everybody into the loop!” 
(i.e., if you aren’t actually responsible for anything, 
we don’t want you to feel left out, so we will keep you 
“informed”; and if you’re someone we’re afraid of, 
we will make sure you are “consulted”).

This is much like everyone on the kids’ soccer 
team getting a trophy for “participation.” Maybe we 
could give everyone on the project team a trophy 
at the first meeting, and then disinvite them for the 
rest of the project! I can see that my replacement 
for RACI should be “RDT”—Responsible, Doing 
something, gets a Trophy.

RAMIFICATIONS OF RACI
Because of these misunderstandings, the worst 
aspect of using RACI in real life is that no one is 
actually assigned to do any work. You can be the 
one who is blamed (RA), you can be the one who 
gets to kibbitz (CI), but no one is assigned to do 

anything specific, which was the original point.
There are only two roles worth delineating 

when designing clinical development processes: 
the person who governs the work, and the person 
who does the work.

If you are redefining or creating new processes 
in your research organization, there are many 
other techniques other than RACI that will clarify 
responsibilities. Stick to the two categories: Govern 
and Do. If someone or some function falls into 
neither bucket, they get the trophy and can go 
home. Finance? See you at budget time. Quality 
Assurance? You have your own chance to Govern 
and Do in QA processes. Information Technology? 
Make sure the Intranet is working.

It’s very important to clarify roles in the multi-
plexed world of clinical development. The key is to 
clarify for the sake of simplicity, not for the sake of 
inclusion. Productivity over Ego; Govern and Do. 
Erase the RACI and get back to working smarter.

Ronald S. Waife (ronwaife@
waife.com) is president of 
Waife & Associates, Inc. (www.
waife.com).
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When the managers of a periodontal clinical trial experienced a 
large gap between the projected number and the actual number 
of enrolled subjects within a planned time period, successful 
completion of the research was threatened.1 This gap occurred 
when inclusion and exclusion criteria were too restrictive. 
Although the goal seemed straightforward, the enrollment of 
subjects was still challenging.

Historical atrocities against human research 
subjects such as in Nazi war crimes and the syphi-
lis study at Tuskegee brought about the Nuremberg 
Code and Belmont Report, respectively. These 
regulations developed ethical principles and 
guidelines for the protection of human subjects in 
research2-4; however, they have resulted in unin-
tended consequences.2-5

One unintended consequence in current 
clinical research is often-unmet enrollment goals 
due to more stringent criteria for adequate repre-
sentation of sex, age, race, and ethnicity.5 In order 
to protect human subjects, entire demographics, 
such as women of childbearing potential, are often 
excluded from enrollment in trials. Such exclusions 
directly affect the ability of research teams to reach 
desired enrollment numbers.5

Comparing Private Practice and University Settings
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Researchers typically do not report enrollment 
challenges and their solutions when publishing 
their data. Consequently, there is very little litera-
ture that discusses the effects of human protection 
regulation on enrollment success. Therefore, this 
study evaluated enrollment differences in multi-
center academic and private practice periodontal 
dental clinical research trials; in particular, the 
influences of regulations on enrollment success. 

Methods
A two-part quantitative survey was designed and 
reviewed by expert periodontal researchers and a 
statistician. The survey was sent via e-mail using 
Survey Monkey to a convenience sample of four 
sponsors of multicenter periodontal research trials 
in the United States and Canada, representing 
both private practice and academic sites. The four 
participants were study managers of the sponsor-
ing companies, and were informed of the voluntary 
nature of the survey. The participation of the 
sponsor representatives implied consent.

The survey gathered data regarding the success 
of academic and private practice research sites in 
meeting enrollment goals. Part one (the sponsor 
portion) addressed study protocols governing all 
of a sponsor’s sites and asked questions about the 
number of participating sites, initial enrollment 
goals, and time periods. Sponsors were also asked 
their opinion about current regulations’ impact on 
their ability to meet their goals.

Background
Narrow study design and strict inclusion and 
exclusion criteria have affected the delicate 
balancing act between patient protection and the 
advancement of research in the United States.3,4 
For example, the aforementioned exclusion of 
women of childbearing potential creates demo-
graphic misrepresentation in gender, as well as age 
and race, which contributes to the lack of diversity 
in research findings.5

Overall, the Institute of Medicine’s National 
Cancer Institute recently reported that 40% of its 
funded trials failed to complete enrollment.3,4

Enrollment into periodontal research trials has 
also been challenged by strict inclusion criteria. 
Examples include enrollment of patients for 
studies with a split mouth design, which requires 
defects to be located in a mirror image pattern, 
thus allowing for control and tests sites that are 
very similar within the same patient popula-
tion. However, individual research sites were 
encumbered with screening numerous patients to 
identify relatively few qualified subjects.6,7

Such challenges to enrollment goals in clinical 
trials threaten the ability to produce timely data, 
cause delays in the transfer of knowledge, and 
limit the generalizability of research. There is also 
a significant financial expenditure when research 
fails due to low enrollment.8

TABLE 1: Demographics and Enrollment Goals

Sponsor 1 Sponsor 2 Sponsor 3 Sponsor 4

Number of Sites per Sponsor 4 8 6 4

Private Practice (p) versus Academic Sites (a) 1p 3a 8p 0a 3p 3a 2p 2a

Study Enrollment Goal 141 120 94 96

Enrollment Goal per Site ~35 15 ~16 24

Enrollment Time Period Goal 12 months 12 months 12 months 12 months

Private (p) versus Academic (a)  
Enrollment Goals Met

0p 0a 4p 0a 3p 2a 2p 2a

Worked with Site Previously 2 3 1 1

CRC Continuity 4 8 4 3

Enrollment Goals Met 0 (0%) 4 (50%) 5 (83%) 3 (75%)

Were enrollment numbers met? No Yes No No

If initial enrollment goals were not met,  
what were the reasons?

• Study design
• Enrollment period too short
• Enrollment numbers too high

• Did not report • Inclusion criteria too limiting 
(no women of childbearing 
potential) 

• Enrollment period too short

If initial enrollment goals were not met,  
what changes were made?

Extended time period Competitive enrollment Competitive enrollment Competitive enrollment
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Part two (the research site portion) gathered 
data that applied specifically to participating 
clinical research sites. Questions targeted the 
success of each site in meeting enrollment goals, 
what changes were made to meet the goals if initial 
enrollment failed, and the experiences and conti-
nuity of principal investigators (PIs) and clinical 
research coordinators (CRCs) at the sites.

Responses were de-identified; where applicable, 
data were aggregated to ensure anonymity. Items 
in the survey were summarized using descriptive 
statistics, and categorical items were summarized 
using counts and percentages; continuous and 
quasi-continuous items were summarized using 
measures of central tendency. Data were analyzed 
using descriptive statistics in Microsoft Excel 
2007®. Narrative data were analyzed for recurrent 
concepts. This study was approved by the Univer-
sity of Texas Health Science Center San Antonio 
Institutional Review Board as an exempted study 
(IRB) HSC20140407E.

Results
A knowledgeable representative (study manager) 
from each of four sponsors responded to the sur-
vey, reporting on four recent periodontics studies 
involving a total of 22 sites with varying numbers of 
subjects per site. There was a consistent enrollment 
period of 12 months for all studies (see Table 1).

Three of the four studies did not meet initial 
enrollment goals (number of subjects enrolled 
within enrollment period). Of the 22 total sites, 14 
were private practices (64%) and eight were aca-
demic institutions (36%). Twelve (55%) of the total 
sites met their enrollment goals, including nine of 
the 14 (65%) private practice sites and three of the 
eight (38%) academic sites (see Table 1).

Of those sites that did not meet initial enroll-
ment goals, the primary change made was an 
extension of the enrollment period (56% of sites). 
The other change listed by sponsor managers was 
competitive enrollment (opening up other success-
ful sites within the study for larger enrollment). The 
Fischer’s exact test (two-tailed p=0.377) explored 
the potential relationship between private versus 
academic study sites and enrollment success.

A sponsor’s previous experience with a site did 
not appear to provide an advantage or correlation 
with enrollment success. Seven of the sites had 
previous experience with the sponsors. However, 
of these sites only three met enrollment goals. Also 
the number of CRCs per site did not appear to relate 
to enrollment success. Two-thirds of the sites with 
multiple CRCs met initial enrollment goals.

Though one might have predicted that conti-
nuity of CRCs at any given study site would have 

TABLE 2: CRC Continuity and Previous Experience

Sponsor 1 Sponsor 2 Sponsor 3 Sponsor 4 Total

Number of Sites 4 8 6 4 22

Worked with Site Previously 2 3 1 1 7

CRC Continuity 4 8 4 3 19

Enrollment Goals Met 0 (0%) 4 (50%) 5 (83%) 3 (75%) 12 (55%)

influenced enrollment success, the three sites 
with coordinator changes during a study all had 
successful enrollments. Likewise, the enrollment 
success did not appear to be influenced by the 
number of investigators per study site; of the nine 
sites with multiple investigators, only five were 
successful.

The primary reason sponsor managers gave for 
choosing a study site was “space to accommodate 
research and administration of project study” (17 
of 22 sites). The other reason given (five of 22 sites) 
was marketing and/or PI preferences. However, 
three of these five sites did not meet initial enroll-
ment goals. The sponsor with the most subjects 
per site (sponsor 1, with about 35 subjects/site) 
stated the number of subjects required and the 
enrollment period as the reasons the sponsor was 
unsuccessful with initial enrollment goals at all of 
its study sites.

Although this investigation attempted to 
explore the relationship between PI continuity 
and enrollment success, all sites maintained their 
original PIs throughout the duration of the studies. 
Therefore, investigation of this possible association 
could not be explored.

Discussion
Historically, there have been multiple changes to 
enrollment practices in periodontics research due 
to regulations intended to protect human subjects.5 
Since researchers typically do not report enrollment 
challenges or solutions when publishing their data, 
there is very little literature that discusses the effects 
of human protection regulation on enrollment 
success. Therefore, this study evaluated enrollment 
challenges found in multicenter private practice and 
academic periodontal clinical research trials, in an 
effort to stimulate future reporting.

This study supports literature suggesting that 
enrollment for periodontics research is challeng-
ing.1 Findings demonstrate that only one of the four 
studies considered had success with enrollment.

None of the surveyed factors appear to influ-
ence enrollment success except, perhaps, private 
versus academic institutions and the subject 

Narrow study design 
and strict inclusion and 
exclusion criteria have 
affected the delicate 

balancing act between 
patient protection and 

the advancement of 
research in the  
United States.
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enrollment goals, yet the data failed to show an 
association (p = 0.377). However, the only study 
(sponsor 2) to meet enrollment goals at all of its 
study sites chose only private practice and no aca-
demic sites. Sponsor 2 also had the fewest subjects 
per site (15) and the greatest number of sites (eight).

Given this information, one might be tempted 
to speculate that a combination of the selection 
of private practice and lower subject enrollment 
goals per site would improve enrollment success. 
However, this investigation was not designed 
or powered to allow inferential statistics, only 
“descriptive” statistics, as provided herein. Infer-
ential statistics would have required, for example, 
quantifying error and providing a predetermined 
and appropriate sample size rather than the “con-
venience” sample allowed by this investigation.

In this regard, statistical associations like the 
Fischer’s exact test employed “after the fact,” while 
interesting, are not entirely valid and present the 
possible danger of inferring causal relationships 
where they do not exist, or are actually caused by 
factors not considered or not available for consider-
ation within the available convenience sample.

One weakness in this study is the survey design, 
which utilized a convenience sample and could not 
obtain predetermined sample sizes, preplanned 
comparisons, or pre-established and corresponding 
inferential statistics. Strengths of the study included 
the knowledgeable study sponsor managers, who 
responded about quite recent, large-scale studies. In 
this regard, this investigation presents valid trends 
on which future research may follow up.
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Within the limits of the design of this investi-
gation, the large disparity of enrollment success 
observed between the sponsors points to possible 
causal factors worthy of further exploration in a 
future, prospectively designed study. This future 
study could investigate the possible relationship 
of private versus academic study centers and lower 
versus higher enrollment goals per center for 
greater enrollment success.

Conclusion
It is important to continue to explore the enroll-
ment challenges of clinical research trials in order 
to learn what is necessary to increase successful 
enrollment in future studies. If further studies 
support a supposition that enrollment is more 
reliably successful in private practice than in 
academic settings, it would shift the paradigm of 
future research.

There is a need to conduct larger studies 
comparing private practice and academic settings. 
In addition, based on the findings of this study, 
further investigation is needed to specifically 
evaluate the challenges of conducting research in 
academic settings. More importantly, there should 
be a requirement and a mechanism for reporting 
enrollment challenges and remedies for success.

Determining and reporting the factors that 
challenge enrollment will serve not only to increase 
the success of future research trials, but also to 
increase the efficiency of research processes.

55%
of the total 

sites met their  
enrollment 

goals.
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In June 2014, the ICH Steering Committee 
endorsed a concept paper for revising and updat-
ing the landmark GCP guidance, also referred to 
as the ICH Harmonized Tripartite Guideline. This 
guidance was first finalized in May 1996, so it is 
approaching 20 years old.

To complement the harmonized ICH GCP E6 
Guideline, the Addendum is proposed to modern-
ize the guideline and to enable implementation 
of innovative approaches to clinical trial design, 
management, oversight, conduct, documentation, 
and reporting that will better ensure human subject 
protection and data quality. In this “integrated” 
Addendum, changes were integrated directly into 
several sections of the parent E6 Guideline.

Why and How to Update
Since the adoption of the ICH GCP E6, clinical 
trials have evolved substantially, with increases in 
globalization, study complexity, and technological 
capabilities. To keep pace with the scale and 
complexity of clinical trials and to ensure appro-
priate use of technology, it is important to update 
our approach to GCP. This will enable implemen-
tation of innovative approaches to clinical trial 
design and oversight that will better ensure human 
subject protection and data quality.

An Expert Working Group was established by 
the ICH, consisting of members nominated by the 
European Medicines Agency (EMA), European 

Federation of Pharmaceutical Industries and 
Association, U.S. Food and Drug Administration 
(FDA), Pharmaceutical Research and Manufactur-
ers of America, Japanese Ministry of Health, Labor, 
and Welfare, Japan Pharmaceutical Manufacturers 
Association, Health Canada, and Swissmedic. 
Members included experts in GCP who also had 
experience in clinical trial quality management.

The ICH has a multistep review and evaluation 
process leading to a final version of a guidance 
document. The new ICH E6 Addendum is at Step 
2 of the ICH process. At Step 2, a consensus draft 
text, agreed upon by the Expert Working Group, is 
transmitted by the ICH Steering Committee to the 
regulatory authorities of the ICH regions (the Euro-
pean Union, Japan, the United States, Canada, and 
Switzerland) for internal and public consultation, 
according to national or regional procedures.

A Preview of What’s Coming
As with the recent change to the monitoring 
guidance describing the new risk-based approach 
to monitoring now endorsed by FDA, EMA, and 
other agencies, the ICH E6 guidance was in need 
of an update. Back in 1996 when it was finalized, 
computer systems were available, but not as widely 
used as today. The Addendum recognizes the 
implementation and use of technology to facilitate 
high-quality and reliable data from clinical studies 
and taking a risk-based approach to quality.

UPDATING
A

CLASSIC

Having temporarily run out of “Qs” to kick off a true “Q&A” lineup for this issue’s 
column, I will instead describe the recently released draft of the Addendum update to the 
International Conference on Harmonization’s (ICH’s) Guideline for Good Clinical Practice 
(GCP) E6 document, which has many implications for quality assurance efforts in clinical 
research. If you have a QA question, please email me at gcp@moriahconsultants.com.

As with the recent 
change to the 

monitoring guidance 
describing the new 

risk-based approach 
to monitoring now 

endorsed by FDA, EMA, 
and other agencies, 
the ICH E6 guidance 

was in need of an 
update.
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In fact, section 5.18.3 on “Extent and Nature of 
Monitoring” advocates a risk-based approach to 
monitoring:

The sponsor should develop a systematic, 
prioritized, risk-based approach to moni-
toring clinical trials. The flexibility in the 
extent and nature of monitoring described 
in this section is intended to permit varied 
approaches that improve the effectiveness 
and efficiency of monitoring. A combina-
tion of onsite and centralized monitoring 
activities may be appropriate.

Some other examples of new language in the 
Addendum being proposed to be added to the 
guidance follow.

Under Section 4.2 on “Adequate Resources,” 
the Addendum adds two new items:

4.2.5 The investigator is responsible for 
supervising any individual or party to 
whom the investigator delegates study tasks 
conducted at the trial site.

4.2.6 If the investigator/institution retains 
the services of any party to perform study 
tasks, they should ensure this party is 
qualified to perform those study tasks and 
should implement procedures to ensure the 
integrity of the study tasks performed and 
any data generated.

Under Section 4.9 on “Records and Reports,” 
the Addendum adds language about the adequacy 
of source documents:

4.9.0 The investigator should maintain 
adequate and accurate source documents 
and trial records that include all pertinent 
observations on each of the site’s trial 
subjects. Source data should be attributable, 
legible, contemporaneous, original, accu-
rate, and complete. Changes to source data 
should be traceable, should not obscure the 
original entry, and should be explained if 
necessary (e.g., via an audit trail).

The Addendum also adds language in Section 
5 on “Sponsor” matters regarding quality manage-
ment of the clinical trial, including a risk manage-
ment approach to quality:

5.0 “Quality Management” The sponsor 
should implement a system to manage 
quality throughout the design, conduct, 
recording, evaluation, reporting, and 
archiving of clinical trials. Sponsors should 
focus on trial activities essential to ensuring 
human subject protection and the reliabil-
ity of trial results. Quality management 
includes the efficient design of clinical trial 
protocols, data collection tools and proce-
dures, and the collection of information that 
is essential to decision making.

5.0.2 “Risk Identification” Risks to critical 
study processes and data should be identi-
fied. Risks should be considered at both the 
system level (e.g., facilities, standard oper-
ating procedures, computerized systems, 
personnel, vendors) and clinical trial level 
(e.g., investigational product, trial design, 
data collection and recording).

Finally, a section on “Noncompliance” requires 
that the sponsor implement appropriate corrective 
and preventive actions (CAPAs). A robust CAPA 
process should now be an integral part of any 
company’s quality systems.

5.20.1 When significant noncompliance is 
discovered, the sponsor should perform a 
root cause analysis and implement appro-
priate corrective and preventive actions. If 
required by applicable law or regulation, 
the sponsor should inform the regulatory 
authority(ies) when the noncompliance is a 
serious breach of the trial protocol or GCP.

A revised version of the Integrated Addendum 
to ICH E6(R1) document with the changes inte-
grated directly into the document can be found 
at www.ich.org/fileadmin/Public_Web_Site/
ICH_Products/Guidelines/Efficacy/E6/E6_R2__ 
Addendum_Step2.pdf. The following are the 
sections of the parent guideline that have been 
revised: Introduction, 1.11.1, 1.38.1, 1.39, 1.60.1, 
2.10, 4.2.5, 4.2.6, 4.9.0, 5.0, 5.0.1, 5.0.2, 5.0.3, 5.0.4, 
5.0.5, 5.0.6, 5.0.7, 5.2.1, 5.2.2, 5.5.3 (b), 5.5.3 (h), 
5.18.3, 5.18.6 (e), 5.18.7, 5.20.1, and 8.1.

Download a copy now and read the current 
thinking by the ICH Expert Working Group on 
the proposed changes to the guideline. It is also 
possible to submit your comments/suggestions to 
the ICH committee. 

Michael R. Hamrell, PhD, 
RAC, FRAPS, RQAP-GCP, 
CCRA, (gcp@moriah 
consultants.com) is president 
of MORIAH Consultants (a 
regulatory affairs/clinical 
research consulting firm), 
holds appointments at 
several major universities, is a 
member of the ACRP Editorial 
Advisory Board, and serves 
similarly for several other 
leading clinical research and 
regulatory affairs journals. 

Check out the ICH website (www.ich.org) for  
deadlines and further details on how to comment.
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Electronic Informed Consent (eConsent) 
in Clinical Investigations

eConsent can be used to complement the 
onsite consent process as well as to facilitate 
remote informed consent. However, it is critical 
to note that, for informed consent to be legally 
valid, it must satisfy all of the essential elements 
of informed consent and comply with local 
policies and state law for the state where consent is 
obtained (see Table 1).

How, When, and Where
The draft eConsent guidance notes that for elec-
tronic consent, the “interview process should allow 
subjects the opportunity to ask questions about 
the study,” and describes that this may be accom-
plished through “in-person discussion with study 
personnel or by using a combination of electronic 
messaging, telephone calls, videoconferencing, or 
a live chat with a remotely located clinical investi-
gator or appropriately delegated study personnel.”2

The draft guidance also describes how, when, 
and where eConsent may be obtained:

The consent process may take place at the 
study site where both the investigator and 
subject are at the same location, or it may 
take place remotely (e.g., at the subject’s 
home or another convenient venue) where 
the subject reviews the consent document 
in absence of the investigator. The eIC 
materials may be provided for both onsite 
and remote access.

Clinical research continues to evolve from pen and paper to stylus and computer. The 
U.S. Food and Drug Administration (FDA) recently released draft guidance on “Use 
of Electronic Informed Consent in Clinical Investigations.” The guidance “provides 
recommendations for clinical investigators, sponsors, and institutional review boards 
(IRBs) on the use of electronic media and processes to obtain informed consent for FDA-
regulated clinical investigations” and defines electronic informed consent (eConsent or 
eIC) as the use of electronic media and processes to obtain informed consent.1

TABLE 1: Regulations Relevant to eConsent

Regulation Citation

Electronic Records and Electronic Signatures 21 CFR Part 11

Elements of Informed Consent 21 CFR 50.25

Documentation of Informed Consent 21 CFR 50.27

General Requirements of Informed Consent* 45 CFR 46.116

Documentation of Informed Consent* 45 CFR 46.117

Investigator Record Requirements 21 CFR §§ 312.62 and 812.140(a)

Sponsor Record Requirements 21 CFR §§ 312.57 and 812.140(b)

* U.S. Department of Health and Human Services regulated research
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If the entire process takes place at the study 
site, the study personnel can personally 
verify the subject’s identification, review 
the eIC content, answer questions about the 
material, have follow-up discussions, and 
witness the signing of the eIC. 

If any or all of the process takes place at a 
remote location, all interactive responses 
by subjects, witnesses, or other involved 
parties should be documented electroni-
cally using software systems to ensure that 
responses cannot be altered. In addition, 
if the consent process is not personally 
witnessed by study personnel, the comput-
erized system should include a method to 
ensure that the person signing the informed 
consent is the subject who will be partici-
pating in the research study (or the subject’s 
[legally authorized representative]). 
Whether the eIC is obtained from the sub-
ject onsite or remotely, the subject should 
have the opportunity to ask questions and 
receive answers prior to signing the eIC to 
participate in the study.1

Regardless of how eConsent is obtained, federal 
regulations mandate that “[a]n investigator shall 
seek such consent only under circumstances that 
provide the prospective subject or the representa-
tive sufficient opportunity to consider whether or 
not to participate and that minimize the possibility 
of coercion or undue influence.”3

Sign Here: __________
Informed consent is documented by the use of an 
IRB-approved consent form that is “signed and 
dated by the subject or the subject’s legally autho-
rized representative” with a copy of the consent 
form given to the person signing the form.4 The 
draft guidance suggests several alternatives to a 
wet-ink signature for informed consent, including 
an encrypted digital signature, electronic signa-
ture pad, voice print, or digital fingerprint.1 

In the Code of Federal Regulations, 21 CFR Part 
11 describes the essential criteria for electronic 
signatures and electronic records to be considered 
trustworthy, reliable, and equivalent to paper 
records and handwritten signatures. A Part 11–
compliant signature on an electronic record must 
contain: (1) the printed name of the signer; (2) the 
date and time when the signature was executed; and 
(3) the meaning (such as review, approval, responsi-
bility, or authorship) associated with the signature.5

A Part 11–compliant signature must be unique 
to one individual, and may either utilize biometrics 
or combination of a unique identification code 

and password. Biometrics is defined as a “method 
of verifying an individual’s identity based on 
measurement of the individual’s physical feature(s) 
or repeatable action(s) where those features and/
or actions are both unique to that individual and 
measurable.”6

Authorizations for the use of protected health 
information under the Health Insurance Por-
tability and Accountability Act of 1996 (HIPAA) 
are frequently combined with research informed 
consent documents. The HIPAA authorization 
and research consent may be combined into one 
electronic document; however, a copy of the signed 
authorization must still be given to the subject.1

Investigational Device  
Exemption eConsent
While Investigational New Drug regulations do 
not require sponsors to submit informed consent 
documents to the FDA, Investigational Device 
Exemption regulations require the submission 
of “all forms and informational materials to be 
provided to subjects to obtain informed consent.”7 
Therefore, the draft guidance suggests that:

The sponsor should submit to FDA the 
same eIC materials that will be presented to 
subjects to obtain eIC for their participation 
in the clinical investigation. For example, 
as part of an electronic submission to 
FDA, copies of all forms and informational 
materials should include any videos and 
Web-based presentations provided on a 
compact disk (CD) or as a link to the eIC 
Web page that is accessible to FDA for 
viewing these eIC materials. In addition, the 
sponsor should also provide a copy of the 
informed consent document as a paper copy 
or an electronic PDF format document that 
can be emailed that includes a transcript of 
the eIC audiovisual presentation.1

Conclusion
Paper-written informed consent forms with wet-
ink handwritten signatures may soon be a relic of 
the past like the carbonless triplicate case report 
forms. In its March 2015 draft guidance, the FDA 
is signaling its intent to allow electronic means 
to obtain and document informed consent for 
participation in clinical investigations. However, 
sponsors, sites, and IRBs need to ensure that the 
entire informed consent process results in legally 
effective consent for research if part, or all, of the 
process occurs electronically.

References
1. U.S. FDA. Use of Electronic 

Informed Consent in 
Clinical Investigations 
(March 2015). www.fda.
gov/downloads/Drugs/ 
GuidanceCompliance 
RegulatoryInformation/ 
Guidances/UCM436811.pdf

2. See also International 
Conference on 
Harmonization Guideline 
for Good Clinical Practice, 
ICH E6(R1) 4.8.7.

3. 21 CFR 50.20 and 45 CFR 
46.116.

4. 21 CFR 50.27(a). See also 45 
CFR 46.117(a).

5. 21 CFR 11.50.
6. 21 CFR 11.3(b)(3).
7. 21 CFR 812.20(b)(11).

Brent Ibata, PhD, JD, MPH, 
RAC, CCRC, CHRC, (ibataba@
gmail.com) is the director 
of operations at the Sentara 
Cardiovascular Research 
Institute, teaches for the 
online Masters of Clinical 
Research Administration 
Program through the 
University of Liverpool 
and Master of Science 
in Regulatory Affairs at 
Northeastern University, is on 
the faculty of Eastern Virginia 
Medical School, and is vice 
chair of the ACRP Board of 
Trustees.

It is critical to note that, for informed consent to be legally valid, it must satisfy all of the essential elements  
of informed consent and comply with local policies and state law for the state where consent is obtained.



October 201551Clinical Researcher

Implementation 
and Beyond

PEER REVIEWED 
Sameer Parekh, BHMS, MBA, CCRP  
Sunil Shewale, MPharm, MBA, PGDCTM
[DOI: 10.14524/CR-15-0016]

Regardless of the 
global development and tech-

nological growth of pharmacovigilance, 
the numbers of adverse drug reactions are 

considerably large and of major concern for public 
health systems. The present postmarketing reporting 

system finds difficulty in identifying risk associated with 
marketed drugs within the required time frames.

Furthermore, the monitoring of drug safety in vulnerable 
populations (i.e., pregnant women, the elderly, and children) 
is difficult. Similarly, determining safety of off-label or inap-
propriately packed medicines is challenging. For example, 
extensive use of generic drugs causes problems in determin-
ing product safety.2

Highly irregular and inconsistent processes and stan-
dards, complex and varied global regulations, regula-

tory warnings, limited integration of data and data 
quality, public scrutiny, and negative media 

coverage also significantly influence 
pharmacovigilance efforts. 

Pharmacovigilance 
is defined as the science 

of, and activities related to, the 
detection, assessment, understanding, 

and prevention of adverse effects or any 
other drug-related problems.1 However, this 
system was long in a dormant stage, with 
infamous adverse drug incidents such as the 
sulfanilamide disaster (1937), thalidomide 

disaster (1962), and many more helping 
over time to make the case for more 

effective safety monitoring.

Pharmaco-
vigilance:
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Nevertheless, rising and unpredictable adverse 
event case volumes, coupled with increasing case 
complexity and costs, and a shortage of well-defined 
metrics, make pharmacovigilance more difficult 
in terms of proactively managing the fluctuations 
inherent in the process. For better development of 
pharmacovigilance, implementation of effective 
and modern policies is necessary.

The Effects of Globalization
Owing to globalization, many pharmaceutical 
organizations have started distributing their 
products in newer markets. One historic risk of 
this scenario was that existing drugs may not have 
been clinically evaluated in certain ethnic groups 
to which they were newly being offered; therefore, 
the risk of adverse events was substantially high. 
However, today, most firms take steps to alleviate 
this risk, and issues related to complex supply 
chains and management of product quality are 
more prominent.

Shortcomings in the timeliness or technical 
specifications of supply chain processes may lead 
to contamination of a product (e.g., vaccines), 
which can affect large numbers of people if unde-
tected before administration. Often, shortages 
of drugs in particular regions are due to supply 
chain issues that may also cause difficulties in 
the management of adverse events and hinder the 
implementation of systemic pharmacovigilance.

Generally, the word globalization is viewed in 
the context of low-cost outsourcing models that 
are used to earn more profit. However, the spirit of 
globalization takes advantage of current develop-
ing and growing markets, and indicates the current 
issues, challenges, opportunities, and problems of 
newer markets.3

Globalization not only deals with rising compe-
tition from more, and more distant, regions of the 
world, but also helps to develop quality products 
for needy populations; drives global innovation 
by addressing the problems of talent acquisition 
in areas with limited breadth and depth in the 
available workforce; and ultimately makes firms’ 
pharmacovigilance efforts faster and more compli-
ant while keeping a watch on cost.4

On the Lookout for  
Counterfeit Products
Medicinal products must meet the highest of 
quality standards to assure patient safety, so the 

prevalence of counterfeit medicines has always 
been a matter of concern to authorities and health-
care professionals. The incidence of counterfeit 
drugs in the legal supply chain among industrial-
ized countries is around 1% of market value,5 and 
is likely to increase. Indeed, there are countries 
where 90% of the medicines on sale are considered 
to be counterfeit.6

To the casual eye, counterfeit medicines typi-
cally are similar to the original brands they seek to 
pass for, and may include lifestyle drugs and rou-
tine medications such as cough syrups, painkillers, 
and even vitamin supplements. However, they 
often have less or more than the required amount 
of active pharmaceutical ingredients (APIs), 
contain expired APIs that have been repacked to 
extend the expiry date, and have undergone limited 
or no quality control checks.

Sometimes, a counterfeit medicine’s contents 
can be dangerous enough to pose a health risk.7 For 
example, a counterfeit version of the drug Avastin for 
cancer treatment that lacked the proper API affected 
various medical practices in the United States in one 
case of detected fraud.8 It should come as no surprise 
that high demand for such medicines and the low 
cost of manufacturing counterfeits can make the 
practice very profitable for the criminals involved.

Counterfeit drugs challenge the goals of 
pharmacovigilance, but various anti-counterfeiting 
measures offer hope for the future. For example, the 
World Health Organization launched the IMPACT 
(International Medical Products Anti-Counterfeiting 
Taskforce) in 2006 to combat the production and 
distribution of counterfeit medicinal products by 
building coordinated global networks between 
countries.9 Similarly, the Bilcare packaging 
research organization, based in India, has created 
an anti-counterfeiting technology called nonClon-
ableID™, which helps authenticate products within 
the context of supply chain processes.10

Data Quality and Its Management
The results of pharmacovigilance efforts include 
data collected on various drugs, therapeutic 
conditions, and numbers of adverse events within or 
beyond the environment of systematically managed 
clinical trials. Pharmacovigilance also extends to 
examination of over reporting of data for publicity 
purposes or to increase legal burden, under report-
ing to hide truths about a drug that may be seen as 
unfavorable to its marketers, and the reporting of 
insufficient and/or contradictory information.11

...there are countries where 90%  
of the medicines on sale are considered to be counterfeit.

Regardless of the 
global development 

and technological 
growth of 

pharmacovigilance, the 
numbers of adverse 
drug reactions are 

considerably large and 
of major concern for 

public health systems.
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Generic drugs should have roughly the same 
bioavailability as that of the brand product; they 
are allowed a variance of 10% (more or less), 
which could affect the safety records. In addition, 
questions may be raised about the correctness and 
completeness of pharmacovigilance information 
pertaining to adverse events involving a generic 
drug, such as its dose, dosage form, start and end 
date of the event, duration of the event, any follow 
up to the event, and details on the background rates 
of any similar adverse events. Extraction, organiza-
tion, management, analysis, and interpretation of 
such raw data have been challenging tasks.

Harmonization of healthcare standards and 
standards for minimum reporting requirements is 
necessary, and is possible to achieve through the 
collaboration of pharmacovigilance organizations, 
regulatory authorities, and the Clinical Data Inter-
change Standards Consortium (see www.cdisc.
org/) at various levels. Information technology has 
opened new doors for national and international 
collaborations that may strengthen pharmacovigi-
lance activities.

Drug Consumption, Marketing 
Trends, and Self Medication
Drug consumption patterns also affect issues of 
drug safety. For example, the parenteral route of 
drug administration can cause severe local or 
systemic adverse reactions if administered by 
untrained personnel using inadequately sterilized 
equipment and/or incorrect methods.

Meanwhile, illegal (and often irrational) use 
of drugs for anything other than their intended 
purposes has become a worldwide problem, 
with online marketing efforts encouraging use 
of over-the-counter sales of drugs without valid 
prescriptions and the sale of banned drugs under 
false health claims, among other serious concerns 
to authorities and healthcare professionals.

Each country has its own policies for the 
purchase, marketing, and sales of medicines. For 
example, in Germany the mail-order business 
related to medicinal products was legalized in 
2004, which has led to increased levels of counter-
feit medicinal products in the country.12 Mean-
while, Internet pharmacies are often exploited 
by those seeking access to controlled substances 
such as anabolic steroids and narcotics. In such 
situations, users often won’t report occurrences of 
adverse events, which makes signal detection and 

pursuit of appropriate actions (e.g., warnings to 
others) difficult to manage.

However, the Internet can be useful for experts 
in terms of them providing potentially important 
safety information to consumers, as well as for 
monitoring evidence of safety issues brought forth 
by consumers. Both activities can tie into today’s 
social networking sites, blogs devoted to health-
care issues, and chatrooms of different medical 
awareness groups.

To be sure, sponsors, regulators, and other 
professionals should be cautious about sharing 
and accepting drug safety information through 
social media. Such activity must be supported with 
strong laws aimed at preventing the dissemination 
of possibly misleading information. On the other 
hand, one still expects that the official website 
of any pharmaceutical company would provide 
important and thoroughly detailed safety informa-
tion about the firm’s drugs.

Medication Error
A medication error is defined by one source as “any 
preventable event that may cause or lead to inap-
propriate medication use or patient harm while 
the medication is in the control of the healthcare 
professional, patient, or consumer.”13 Due to medi-
cation errors, nearly 100,000 deaths occur per year 
and at least 1.5 million people are left injured.14 
Such incidences may be due to negligence of 
healthcare professionals, labeling issues, shipment 
problems, dispensing errors, or poorly trained staff 
members. Examples of important and common 
medication errors are highlighted in Table 1. 

The joint efforts of patient safety organizations, 
vigilance centers, and related adverse event control 
groups aid in the detection of medication errors. 

TABLE 1: Reasons for Medication Errors

Type of Error Nature of Error 

Storage •  Look-alike/sound-alike medicine
•  Improper storage
•  Inappropriate prescribing

Prescribing •  Poor handwriting
•  Use of abbreviations
•  Transcription error

Dispensing •  Computer entry error
•  Compounded incorrectly
•  Filed incorrectly

Administration •  Label incorrectly
•  Wrong drug
•  Drug omitted

Monitoring •  Wrong time
•  Inappropriate monitoring of 

patient vitals
•  Inappropriate monitoring of 

response

Source: Chris Olson, unpublished data

Medicinal products 
must meet the highest 
of quality standards to 
assure patient safety, 
so the prevalence of 

counterfeit medicines 
has always been a 
matter of concern 

to authorities 
and healthcare 
professionals.
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Also, healthcare providers who are aware of the 
problem and encourage reporting of medication 
errors help to improve patient care. At the same 
time, the development of an improved safety 
culture will certainly bolster patient safety.

Lack of Harmonized Regulations
The main goal of pharmacovigilance is to increase 
the overall safety of any marketed medicine. How-
ever, the process of carrying out vigilance activ-
ities, the legal and regulatory requirements, and 
the available methodologies and approaches keep 
evolving (see Table 2). Pharmaceutical companies 
must continually update their resources to keep 
pace with these other changes.

The U.S. Food and Drug Administration 
Amendments Act of 2007 highlighted new require-
ments for integrating risk evaluation and mitiga-
tion strategies into the review of new drugs and 
postmarketing activities.15 Similarly, the European 
Union has implemented legislation for collecting 
and reporting adverse events.16 Unfortunately, 
regulations for pharmacovigilance are not harmo-
nized on a more global scale (see Table 3).

Effective pharmacovigilance practices must 
stay up to date with changes in the healthcare envi-
ronment in general, and with changes from across 
varied regulatory agencies affecting all phases of 
the drug life cycle.

Adverse Drug Reaction 
Occurrence and Handling
All noxious and unintended responses to a medic-
inal products related to any dose are considered 
adverse drug reactions (ADRs).17

Polypharmacy is one of the causes of ADRs; 
it includes the redundant use of different dosage 
forms of the same medication by patients, use 
of unnecessary and/or unwanted prescriptions 
clinically not required for treatment of disease, and 
simultaneous administration of multiple drugs that 
are clinically indicated for treatment of a patient’s 
various conditions, but which should be spaced out.

As suggested above, sometimes, the use of a 
chosen or assigned treatment is not even based on 
good medical evidence. Polypharmacy is common 
in aged patients, patients with manic conditions, 
patients receiving treatments from multiple phy-
sicians, patients suffering from multiple disorders, 
patients recently admitted to hospitals, and more.

TABLE 3: Variation in Global Pharmacovigilance Regulations

Activity Variation Country

Pharmacovigilance 
obligation start date 

From date of authorization U.S., Canada, European 
Union (EU)

From date of product launch in market India, Australia 

Electronic (E2B) 
reporting requirement 

Mandatory EU, EMA

Not mandatory Rest of the world

Periodic Safety Update 
Report (PSUR) submis-
sion requirement

Mandatory requirement U.S., EU, India

On request by regulatory agencies Canada, South Africa

At license renewal only United Arab Emirates 

PSUR submission cycles Quarterly, annually U.S.

Quarterly, semiannually, annually, re-registration Mexico

Three years EU

Annually Australia

Timelines for PSUR 
submission from data 
lock point 

30–60 days (quarterly/annual) U.S.

60 days EU, Brazil

30 days India

Risk management plan 
submission mandatory

For all new registrations EU

Not mandatory for all registrations Rest of the world

Source: GVK Biosciences

TABLE 2: Updating Pharmacovigilance Regulations 

EVOLVING REGULATIONS

Regulatory agency Year of last updates

Vietnam March 2009

Russia November 2008

Brazil February 2009

US 2001

Mexico 2007

EU Vol 9A - September 2008

Ukraine 2007
Source: GVK Biosciences

The main goal of pharmacovigilance is to increase the overall safety of any 
marketed medicine. However, the process of carrying out vigilance activities, 
the legal and regulatory requirements, and the available methodologies and 

approaches keep evolving.
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The reported reactions due to polypharmacy 
are usually incomplete. Reasons could include 
insufficient/unreliable available information, 
unpredictable methods for analyzing such 
information, and misstatements of the benefits of 
a treatment as compared to its associated risks by 
various sources during its evaluation and analysis 
in development.18

Another cause behind reported ADRs concerns 
negative effects caused by a drug in addition to 
its intended therapeutic effect. This phenomenon 
is called a “paradoxical reaction.” For example, 
increased willingness to hurt themselves was 
observed in patients who used diazepam.19

Today, generic versions of many off-patent 
drugs easily gain approval without being critically 
evaluated for safety, and this may cause exposure 
of the general public to the possibility for more 
ADRs. There is a need for sufficient research on 
ADRs globally, with results gathered from all 
nations with modern drug controls, which will help 
to identify the exact reasons for occurrences of 
ADRs, wherever they are detected.

Lack of Education and Training
As pharmacovigilance is a complex system, many 
healthcare professionals are not well versed in, 
or even keen to learn, its workings. Furthermore, 
poor literacy and healthcare education levels 
among consumers can affect the implementation 
of pharmacovigilance efforts.

While current literacy rates are showing 
satisfactory results among educated populations 
around the world, more than half (51.8%) of the 
residents of South and West Asia are illiterate, and 
together they account for nearly half of the illiterate 
population globally. More than one-fifth of all 
illiterate adults (21.4%) live in Sub-saharan Africa.20

Meanwhile, medical practices are not standard-
ized across the Asian nations, and their diverse 
cultural practices, patient population, lack of 
financial resources, and poor reporting standards 
may result in ineffective pharmacovigilance.21

Under-reporting of ADRs by patients who do not 
understand the importance of doing so also raises 
a concern about the quality of pharmacovigilance 
data produced, so educational outreach on this 
issue to illiterate populations is warranted. Indeed, 
the concepts tied to pharmacovigilance are rela-
tively new in many countries, and few academic 
courses cover all of the topic’s aspects. Therefore, it 

is essential to ensure proper training for all those 
who are associated with pharmacovigilance.

However, with lack of appropriate trainers, 
infrastructure, and funds, training becomes more 
difficult. Education and training outreach at all lev-
els to illiterate—and even literate—people through 
developing pharmacovigilance training centers in 
key locations will be helpful.

Traditional Medicines
Also of concern in relation to pharmacovigilance 
and ADRs is the extensive worldwide use of tradi-
tional medicines such as herbal remedies.

There is a common belief that “herbal” means 
“safe,” and that long-term use of traditional 
medicine assures its efficacy and safety.22 However, 
several adverse reactions following administra-
tion of herbal medicines have been reported. For 
example, the use of Ginkgo biloba causes bleeding, 
while Ephedra has caused hypertension, insomnia, 
headache, and seizures, among other reactions.23

Even as many once-localized traditional and 
herbal medicines are now being manufactured for 
global use, there have been more and more cases 
of these medicines being adulterated or contami-
nated with other medicines and substances. When 
traditional and herbal medicines are used with 
other medicines, there is the potential of adverse 
drug interactions,24 so just like other pharmaceuti-
cal products, herbal medicines should be incor-
porated into the regulatory framework and into a 
strong pharmacovigilance system.

Nevertheless, challenges related to the presence 
or absence of (or access to) commonly understood 
adverse reaction terminology, safety information, 
signal detection capabilities, concomitant medi-
cations, quality assurance/quality control efforts, 
counterfeit and spurious herbal drugs, information 
about the APIs and mechanisms of action of herbal 
medicines, and more will remain. Monitoring the 
safety of herbal medicine through well-developed 
channels will help to restore confidence in those 
products that may be truly considered safe for their 
marketed uses.

Cost Considerations 
Costs associated with research and development, 
production, and preclinical and clinical trials are 
huge, and the cost of pharmacovigilance activities 
represents an additional burden.

The results of 
pharmacovigilance 
efforts include data 
collected on various 
drugs, therapeutic 

conditions, and 
numbers of 

adverse events 
within or beyond 
the environment 
of systematically 

managed clinical trials.
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A good pharmacovigilance system depends 
upon a teaming of high-quality software applica-
tions and human resources. The software systems 
are considerably expensive just when considered 
alone, whereas the personnel required for data 
entry, quality processes, therapeutic assessment, 
signal detection, and software maintenance con-
tribute to making this an even more significantly 
laborious and costly affair.

At the same time, poor product quality and/
or programmatic errors may increase the fre-
quency of ADRs and their associated costs. Thus, 
companies try to do more with the help of limited 
resources. Moreover, many countries do not have a 
formal pharmacovigilance system because of lack 
of budget support. However, for better financial 
control of pharmacovigilance efforts, a real-time 
understanding of their total costs is necessary.

Conclusion 
Pharmacovigilance is the backbone of product safety; 
however, its effective implementation poses many 
challenges. As a fundamental contributor to the 
quality of marketed medicines and safety of human 
beings, pharmacovigilance needs to have reliable 
and meaningful metrics around which related initia-
tives can be developed, governed, and executed.

To improve operational efficiency, quality, and 
compliance, pharmacovigilance organizations 
should proactively develop and implement a 
capacity management strategy and the tools to 
successfully execute that strategy. Furthermore, 
pharmacovigilance systems and their regulatory 
requirements must be synchronized and updated, 
so they can use the information generated from 
rapidly growing sources.

Meanwhile, uncontrolled use of drugs should 
be prevented by strict regulations. Intensive train-
ing that raises awareness of the issues addressed in 
this article before implementation of any pharma-
covigilance program can be an effective tool.

To facilitate pharmacovigilance, all stakeholders 
must focus on new imperatives out of the box. This 
would ultimately improve collection of medical and 
scientific data, which will enhance overall safety 
mechanisms.

DISCLAIMER 
All opinions expressed are those of the authors and 
do not reflect the views of their organization.
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Research 
Billing in an 
Academic 
Medical 
Center

However, the reality is that, in a large organiza-
tion, with many areas and departments involved, 
research billing can face any number of challenges. 
Developing relationships and effective lines of 
communication with and among all stakeholders is 
vital to an efficient research billing process.

Types of Trials
The many different types of clinical trials that can be 
conducted at AMCs add another layer to the challenge.

AMCs will typically offer more investigator- 
initiated trials than industry-sponsored ones. 
These trials usually take longer to develop and 
require more resources, so their funding needs  
to be carefully evaluated.

Federally funded trials and cooperative group tri-
als will typically provide a set amount of funding, and 
may also need to be evaluated for funding support.

Phase I trials will bring the newest and devel-
oping therapies, but can be more complicated and 
require more resources and higher expenses in 
research-related services.

Pharmaceutical industry trials are typically 
funded, but may require additional time and 
resources for budget negotiations.

	AMC ROUNDTABLE 
 Rhonda Jensen, RN

High-profile clinical trials will draw potential 
participants from throughout the country; insur-
ance reimbursements and out-of-network issues 
may need to be evaluated and addressed. Those 
involved with research billing should be engaged 
from the beginning with the initial clinical trial 
evaluations, and ideally be able to follow through 
with the budgeting and finally the billing.

The Process
The research billing process should begin with 
the coverage analysis—a thorough evaluation of 
the clinical trial to determine the routine clinical 
care services that are billable to insurance and 
the research-related services that will need to 
be funded by the study. There are a number of 
resources that can be used to support the coverage 
analysis determinations, including National Com-
prehensive Cancer Network guidelines, Medicare 
national and local coverage determinations, 
Medicare billing guidelines, and more.

It is also important to reach out to and include 
a trial’s principal investigator in any billing-related 
communication, as well as any ancillary depart-
ments that may be involved for research-related 

[DOI: 10.14524/CR-15-4087]

Clinical research is one of the important missions of any academic medical center (AMC). 
There are many levels of experience and support that can contribute to this mission. It is 
exciting and gratifying to be able to offer new and cutting-edge therapies to our patients.

There should be 
established lines 

of communication 
between the research 

billing staff conducting 
the coverage analysis 
and the budget and 

contracting staff.
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services, such as radiology, pharmacy, and surgery, 
to ensure that the research-related services are 
being captured correctly. The coverage analysis 
will also evaluate and document that the trial is a 
“qualifying clinical trial,” according to Medicare 
standards, and that routine costs are billable.

Once the coverage analysis is completed, 
the clinical research budget or “billing grid” is 
developed and incorporated into the overall 
study budget. There should be established lines of 
communication between the research billing staff 
conducting the coverage analysis and the budget 
and contracting staff.

Research-related procedures may need to 
be clarified and funding issues may need to be 
addressed. This all requires open and timely 
communication, in order to keep the most current 
information available.

There also needs to be open lines of communi-
cation with the regulatory staff. At my institution, 
the informed consents are reviewed by the staff 
conducting the coverage analysis, to ensure that 
information about costs presented in the consent 
accurately conveys to the patient what his or her 
financial responsibility will be while participating 
in the clinical trial. This is key communication to the 
patient, and clear understanding should help avoid 
research billing questions as the trial moves forward.

Getting the new clinical trials “up and run-
ning” can be a big challenge, and requires open 
communication with all involved in the process, 
including the research billing staff. As part of a 
larger process improvement project at my institu-
tion last year, several new processes were devel-
oped that have resulted in breaking down some of 
the barriers and providing more transparent and 
open communication.

For example, an internal “dashboard” is avail-
able for all involved to view and enter comments 
and/or issues of concern regarding the progress of 
the new clinical trial through the pipeline. A brief 
weekly conference call is also held; different groups 
of trials are reviewed and discussed each week, 
which also helps to communicate progress and/or 
any issues that need to be addressed.

Moving Forward and Closing the Loop
When a trial is ready to open, education and 
support need to be provided to its assigned clinical 

research coordinators in relation to research 
billing and compliance. They should have informa-
tion specific to their trials available to them that 
outlines research-related procedures and routine 
clinical procedures, and should be encouraged to 
contact the research billing staff with any ques-
tions or concerns.

After the trial opens, the research billing 
staff should be involved in the ongoing review of 
protocol amendments, to evaluate the updates and 
any potential budget additions and/or changes for 
research-related services.

To close the loop, research billing staff are 
involved with clinical trial patient account reviews, 
ensuring that all research-related services are 
correctly moved from the patient accounts to the 
associated study research accounts, before any 
billing out to third-party payers.

And...Adding in the Information 
Technology Layer
Most, if not all, of these processes and activities will 
also involve the integration and use of the institu-
tion’s clinical trial management system (CTMS) and 
electronic medical record (EMR) system.

The coverage analysis process can be integrated 
into the CTMS system, which can help streamline 
the clinical trial budgeting process. Research 
billing staff will utilize the EMR system to help 
verify documentation of research-related services, 
and to be able to review and reconcile research 
billing work queues and reports. This all involves 
resources for initial and continued training and 
support for the research billing staff.

Conclusion
The set-up and ongoing process for research billing 
will probably not look the same for every AMC. At 
my institution, these activities involve a central-
ized department within the Financial Services 
division of the hospital working closely with the 
Budget and Contracts area of the Clinical Trials 
Office. Other institutions may have a more decen-
tralized approach to the research billing process.

Whether a centralized or more decentralized 
approach is used, open and effective lines of 
communication among all stakeholders across 
the process are vital to an efficient and effective 
research billing and compliance program.

Rhonda Jensen, RN, (rhonda.
jensen@osumc.edu) is 
associate director of research 
billing and compliance for the 
Ohio State University Wexner 
Medical Center’s Arthur G. 
James Cancer Hospital and 
Richard J. Solove Research 
Institute.

When a trial is ready to open, education and support need to be provided to its assigned clinical research 
coordinators in relation to research billing and compliance.
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Buzzwords are funny things. Like rumors, 
they seem to come out of nowhere; and, like 
rumors, they can either fizzle out or herald 
an important new truth.

Risk-based monitoring (RBM) is 
certainly a clinical trial buzzword these 
days. But is it something more?

James Michael Causey
[DOI: 10.14524/CR-15-4085]

Voices from 
the Field

Risk-Based Monitoring:
Hope or Hype?

“I love RBM, but I have concerns, too,” says Jill 
Petro, BS, CRCP, CCRA, CCRC. She comes at RBM 
from the perspective of an in-house monitor for a 
contract research organization (CRO) who used it 
from 2008 to 2013, while trying to work with sites 
by performing remote monitoring.

“It’s definitely for real,” adds Julie Qidwa, a 
research coordinator at the University of Iowa. 
Mostly relying on tight National Institutes of 
Health grants, her academic CRO is always under 
pressure to do more with less. “We’re very attracted 
to it because we’ve never had a huge onsite budget 
for monitoring.”

Will Competition  
Drive Adoption?

The gap between interest and 
adoption will continue to close this 
year, according to “Top 10 Clinical 

Development Trends for 2015,” 
from Health Decisions. “Continued 
reliance on traditional monitoring 

will increasingly place sponsors at a 
competitive disadvantages as they 
spend more on SDV and monitor 
travel rather than sponsors that 

have embraced” RBM.

Julie Qidwa

Jill Petro
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“It is as important 
as it sounds,” explains 
Ann Meeker-O’Connell, 
head of risk management 

and external engagement 
with Johnson & Johnson’s 

BioResearch Quality and 
Compliance group. She spoke 

to a packed house on RBM at DIA’s 51st Annual 
Meeting event in Washington, D.C. in June. “It’s the 
way we should be going.”

What’s Old is New?
Some, however, wonder what all the new fuss is 
about. “I think it’s interesting that so many people 
seem to think that this is a new and radical idea that 
will transform the industry,” says Laurin Mancour, 
CCRA, CCRP, formerly of Duke University and now 
with the Center for Information and Study on Clinical 
Research Participation as an account representative 
for the Communicating Trial Results program and 
project manager for AWARE for All educational 
events. Stressing that she’s an RBM proponent from 
way back, she points out that some companies and 
sponsors have been leveraging it for late-phase, 
observational, and device trials for years now.

RBM “is something that companies have been 
doing for years, or should have been doing all 
along,” suggests Nikki Christison, president of 
Clinical Resolutions, Inc. 

Putting that valid point to one side, the U.S. Food 
and Drug Administration’s (FDA’s) August 2013 
guidance on “Oversight of Clinical Investigations— 

WEATHER REPORT: CLOUDY TODAY, CLEARER SKIES AHEAD?

A project that I’m on is moving in this direction (not there yet), and I love the reduced source data verification. It lets 
me actually spend time looking at the forest instead of the trees. While I’ve always tried to do this, checking the 
minutiae always took a lot of time.

I am concerned that sponsors are going to look at RBM as a big money saver. I think it is just going to change 
where the money is spent, not reduce it. Instead of money spent for travel, more central monitors are going to need 
to be employed in a project to look for the major trends at specific sites and overall in the study.

I am concerned about who will be employed as central monitors. In my past experience, central monitors are 
frequently the new monitors, to give them in-house experience. However, it will require the experience to be able to 
find the trends and to get the sites to respond to offsite communications.

In the long run, I think it will improve clinical trials, but I see a lot of short-run challenges.

Lorene Ward, CCRA, INC Research

Ann Meeker-O’Connell

ARE WE LOSING THE HUMAN TOUCH?

I am sure there are many opinions about RBM. Some call it “remote monitoring,” but I think the terms are synony-
mous. I think it depends on whether you are a site or a sponsor/CRO as to one’s opinion. From a sponsor view, the 
bottom line is about saving money. From a site’s view, this is my opinion from coordinating research for 17 years.

I understand the need for RBM, but do not like remote monitoring where sites are literally monitoring themselves. 
I participated in one study that was entirely remote monitoring, and it took me hours to prepare the documents the 
sponsors expected to be faxed in prior to the calls. Temperature logs, delegation logs, source documents, investigational 
product dispensing logs, etc.; all had to be pulled and faxed which caused a huge amount of extra work on the site’s end 
without reimbursement for the extra work because it was “the cost of doing business.”

A simple study turned into extraneous work for our site. I am more comfortable having monitors come to the 
site to make sure an adverse event/serious adverse event/endpoint isn’t missed. Coordinators are human, and do 
miss events and endpoints, and it’s good to have an independent person physically look at the data.

From a site perspective, RBM significantly reduces the relationship with sponsors, which is important in the 
communication and understanding of the protocol and success of the trial. I have empathy for new coordinators and 
sites starting up without having the opportunity to develop a relationship with the sponsor, because many initiations 
are web-based and remote. Web-based presentations will never have the same effect for a site as an in-person site 
initiation or monitoring visit.

Terri Campbell, RN, CCRC, Genesis Healthcare System, Pharmaceutical Research Specialist, Malta, Ohio

A Risk-Based Approach to Monitoring” was 
an important, tangible factor propelling RBM 
forward, most agree. “It helps us clarify regulatory 
expectations; it fills in another piece of the puzzle,” 
says Qidwa’s University of Iowa colleague, Dixie 
Ecklund, associate director at the Clinical Trials 
and Statistical Data Management 
Center.

The FDA guidance 
“opened the door,” Nicole 
Stansbury notes, but 
people are still “craving” 
details. Stansbury is exec-
utive director of adaptive 
and intelligence monitoring, 
PPD. She did emphasize 
that the FDA move represents a 
high-level suggestion to shift toward centralized 
RBM (see “Clinical Trials: The Future is Now” on 
page 62).

Romiya Barry, a clinical trial manager at CeQur 
Corp., thinks the FDA’s guidance was clear, and 
that the agency “wants to help sponsors monitor 
and carry out research more efficiently.” In other 
words, it’s about clean data, not clean cash.

Still, Christison is skeptical of the RBM 
moniker. “Whether a company calls it RBM, Signal 

Nikki Christison

Dixie Ecklund

Barely one-third of sites are currently conducting 
RBM, according to an ACRP-CenterWatch Survey. 

Find out how your site compares at  
www.acrpnet.org/statements
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Detection, Adaptive Monitoring, Quality Risk 
Management, or Remote Monitoring, it all means 
the same thing; it is the analysis of potential risk 
factors in a study and identification of proactive 
measures to address that risk.” 

More, With Less?
Anina Klein, a clinical research associate at the 
Nathan Kline Institute, is a big RBM fan. “It’s 
helped me even in the limited scope where I can 
apply it,” she says. She usually has funds for two to 
three interim trial visits onsite, and using RBM, she 
can shift some of her resources with confidence 
and add one or two visits to a more high-risk site.

RBM certainly offers a lot of advantages—but 
only if it is executed properly, says Barry, joining 
a chorus of comments elsewhere. “What I’m 

hearing is that it is being looked 
at as just a money-saver first,” 

and that means “we won’t get 
the benefits we should be 
getting.” Too many sites, she 
says, look at RBM as a way to 

save funds. “Sponsors aren’t 
doing a good job of telling sites 

this isn’t about saving money.” 
Instead, she emphasizes, it 

should be leveraged with an eye toward emerging 
with cleaner data because inspection efforts are 
less scattershot and more focused.

Stansbury agrees that there’s too much vague-
ness out there. “What are the right risk indicators?” 
she asks. “It’s very trial and error right now. We 
have to learn from each other.”

Klein is also nervous about what she hears 
at trade shows. “When I speak to my colleagues, 
it seems like they think this might be a way for 
sponsors to cut down on site monitoring.” That’s 
not what RBM should be about, she adds.

Angelo Sambunaris, medical director at the 
Atlanta Institute of Medicine and Research, takes 
a somewhat more cautious view of RBM. “I think 
that companies have a misconception that remote 
monitoring gives them the same 
level of insight.” However, RBM 
users aren’t able to interact 
with site staff as much, he 
says (see “Are We Losing 
the Human Touch?” on 
page 60).

On the other hand, 
Sambunaris acknowledges 
another pressure to adopt 

DO WE NEED MORE TOOLS IN THE TOOLKIT?

The [FDA’s] 2013 RBM guidance provided much needed monitoring cost and time relief for sponsors. We’ve seen 
a meaningful (~50%) percentage of the industry begin the process of implementing RBM in their trials within 
the past two years. About half of those (~25%) transitioned to RBM on the majority of their Phase II+ studies. 
Sponsors we’ve met with say the benefits in cost reduction and time to closeout are real.

With those benefits, why isn’t more of the industry doing it? We think the answer comes down to remote data 
access. To date, many sponsors rely on only one data tool in support of RBM—the electronic data capture (EDC) 
database. The trouble is this only provides access to, and analysis of, data points entered by the sites. The EDC ignores 
the mountain of data that has been historically available via source data verification (SDV) from onsite visits. 

As a consequence, there are many sponsors (about half the market, in fact) that still insist on 100% 
in-person SDV for their studies. Remote SDV can help here. Remote access to source is the way to help this 
side of the market realize the benefit of RBM. In fact, if you look at the FDA, European Medicine Agency, and 
TransCelerate guidance, they all recommend a hybrid of risk and remote activities. It’s this blend that will make 
RBM real for the other 50% of the industry.

Mike Kassim CEO, Florence Healthcare, Atlanta, GA

Romiya Barry

WILL CROs LEAD THE WAY?

RBM is not permission from regulatory authorities to decrease monitoring. It is about doing certain aspects of it in 
a better, smarter way, based on aspects of the project and quality systems.

I hear some sponsor/CROs say “we will only do RBM for certain projects.” Maybe they are referring to their 
specific data analytics, but using the term that way is very confusing, and makes it appear that RBM is centralized 
monitoring only. RBM, better stated as clinical quality risk management (QRM), should be within the quality 
system, and from that lends a decision on the monitoring approach.

QRM is a way of doing business to promote efficiencies not just at the beginning of a trial set-up, but as 
changes occur and challenges arise that were not anticipated. Monitoring is not just the monitor, it is all aspects 
that a sponsor organizes to monitor the trial (e.g., quality assurance, quality control, data management, etc.). The 
concepts of RBM are not rocket science; they are logical, and when trained can be applied at any level.

For many smaller sponsors, CROs will likely lead the way, and many of these companies are looking to them.

Commonly, monitors receive the blame for inadequate sponsor monitoring. The root cause is very unlikely 
the “monitor.” So, monitors should like the RBM movement, because up to now, they’ve 

gotten a bad rap, often blamed for items cited in Warning Letters [from the FDA] 
when, in fact, it is more about whole quality system failure. A lot of the problem 

is poor monitoring plan development, poor training of monitors related to site 
monitoring, misunderstanding source document review, and failure of sites to 
follow protocol.

Sandra (SAM) A. Sather, RN, BSN, MS, CCRC, CCRA, Treasurer, Academy of 
Clinical Research Professionals Board of Trustees

Angelo Sambunaris
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RBM: “Younger workers don’t want to travel, they’d 
rather sit in an office and check data.” He sees a gen-
erational gap, in that “younger people are into this, 
older ones say the risk-based approach is terrible.”

Todd Davies, director at the Marshall Clinical 
Research Center, lauds RBM for giving 
professionals a way to identify 
the 20% of data carrying more 
risk and enabling them to 
focus the laser beam on 
those data, instead of dilut-
ing resources by trying to sift 
through the vast amounts of 
data that are already solid. 

No Silos Allowed
RBM shouldn’t be attempted in a vacuum, warns 
Mike Caswell, vice president for clinical evaluation 
at the Consumer Product Testing Company. It’s 
key to “obtain viewpoints from different stake-
holders—not only the sponsor of the trial, but 
also [people at] the site,” including the principal 
investigator, research staff, and financial officers.

“If you can’t get buy-in from sites, RBM won’t 
work,” Barry says flatly.

Meeker-O’Connell cautions not to forget about 
other factors that could impede RBM expansion. 
Those include:

• Realizing that the industry may have underes-
timated how big the effects of RBM could be on 
sites.

• Addressing a real fear out there that this means 
cutting back on monitoring.

• Understanding that a successful RBM rollout 
is about people, processes, and technology—in 
that order.

Davies also worries that industry misunder-
standings could undermine RBM. “The problem 
I’m seeing is that CROs and others think of RBM 
simply as remote monitoring, but they aren’t the 
same thing. There’s a lot of confusion out there.”

The Road Ahead
What does the future hold for RBM? Most crystal 
ball readers see increased adoption, though there’s 
some argument about whether that will look like a 
rocket’s explosive trajectory or an airplane’s gentler 
ascent. Stay tuned.

James Michael Causey, a 
former Editorial Director at 
FDAnews, is the Editor-in-Chief 
at Clinical Researcher.

Todd Davies

It’s Not About  
the Money, But...

The future of clinical trial 
monitoring is at a crossroads, 

according to a 2015 white paper 
from Quintiles. Traditional methods 
continue to dominate, but RBM has 
“emerged as a new way forward.” 
Touting its more than 100 studies 
across more than 20,000 sites and 
more than 250,000 patients, the 
company says RBM can bring as 

much as 25% cost reduction over 
traditional trial approaches.

CLINICAL TRIALS: THE FUTURE IS NOW?

RBM is a logical approach to clinical trial monitoring. RBM combines risk assessment with development of a 
custom monitoring plan. These plans are based on those identified risks using the likelihood they will happen, the 
detectability of them through various methods, and the impact they will have on the safety of subjects or integrity 
of the trial. The plans are fine-tuned with additional risk mitigations using data analysis and other more efficient 
mechanisms (centralized monitoring) and roles. The industry’s recent activity in this area is a breath of fresh air. 

The results are real. While it is still early in the implementation of these techniques and many risk indicators 
are still being tested and evaluated, the limited audit results to date are showing a trend in RBM studies with fewer 
critical and major findings than traditionally monitored studies. Is it because the sites are improving their processes 
through monitors focusing more on process improvement than on source data verification? Is it because we are 
identifying errors earlier through remote and centralized monitoring methods and preventing repeated mistakes? 
We cannot say for sure that these trends will sustain over a longer duration and greater volume of assessment, but 
we are not detecting “red flags” because of RBM.

RBM solutions will continue to be a vital part of clinical trials in the future. More efficient 
use of resources, coupled with an additional focus and attention to time and those sites 

that need remediation will allow for reduced costs—if not immediately, certainly as 
processes and tools mature. This is critical as we continue to improve healthcare, but 
it also makes matters more complex, with multiple providers, digital records, and 
devices. The future of clinical trials needs RBM.

Nicole Stansbury, Executive Director of Adaptive and Intelligence Monitoring, PPD
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