
Health care reform and clinical
research: Gold rush or drug bust?
Millions available, but long-term impact questioned

The new health care reform bill provides another big influx of 
federal research funding, and research organizations will need to 

prepare and apply as quickly as they can, experts say.
Last year’s stimulus package provided a billion-dollar incentive to 

research organizations and resulted in thousands of new health care-
related grants and studies.

“It was supposed to be spent in 18 months, but that’s not going to 
happen,” Lewis says. “The new bill would provide several hundred 
million dollars each year, so it’s larger in scale than the stimulus 
bill.”

Clearly there will be more money available for doing CER, but 
the ramifications of this type of research on drug development are 
unknown, Lewis notes.

“A few hundred million more funding means there’s potential 
business for us,” he explains. “But if, on the other hand, the research 
that’s done eventually is used in a way that will stymie future inno-
vation in research and development, then that’s not a good thing.”

The pharmaceutical industry can handle CER results that show 
one particular drug is superior to another. But the bigger concern is 
what the effect will be on drugs in the development pipeline, Lewis 
says.

“If you’re creating a de facto higher standard for approval than 
what we currently have, or if you bring a drug to approval, but it 
won’t be reimbursed by private insurers because the research says it 
won’t be as good as what’s on the market, then there could be prob-
lems for the industry,” he explains.

The health care reform bill overall has some positive and nega-
tive features for the research industry, says David Vulcano, LCSW, 
MBA, CIP, RAC, past-chair of the Association of Clinical Research 
Professionals (ACRP) board and an assistant vice president for clini-
cal research at Hospital Corporation of America in Nashville, TN.
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A clinical research bubble 

The influx of new research money is creating 
a bubble, he says.

“They’ve had a real estate bubble and a tech 
stock bubble, and this is a clinical research 
bubble of government-sponsored research,” 
Vulcano says. “They’ve put $10 billion toward 
research to spend in the next few years.”

The initial bill, and not the reconciliation bill, 
had categories for mandating funding for cer-
tain kinds of research, he says.

“So there will be an injection of funds for 
research involving postpartum depression, 
pain, comparative effectiveness research, emer-
gency medicine, and health care delivery,” Vul-
cano says. “So for clinical trials in those areas, 
in and of itself, there are some good positives 
for the research industry.”

The health care reform bill changes the over-
sight of CER funding from the Federal Coordi-
nating Council of Comparative Effectiveness 
Research to a new organization called the 
Patient-Centered Outcomes Research Institute, 
Vulcano says.

“They didn’t want a completely government 
entity, so they replaced that organization with 
a public-private partnership,” he explains.

However, the new oversight organization 
likely will rely on the Institute of Medicine’s 
list of 100 initial priorities when funding CER 
projects. The institute had developed the list of 
priorities with $1.5 million in funding from the 
stimulus package’s CER funding, he adds. (See 
top CER priorities, p. 51.)

“If sites want to try for grants then they’ll 
have to get involved with the government 
grant process because all grants will follow the 
government-funding process,” Vulcano says. 
“We’ll learn more about which priorities they’ll 
want to fund first as it comes along.”

CR sites should read the research provi-
sions in the new bill and watch as more details 
emerge because the federal research grants will 
be highly competitive, he predicts.

“There were so many applicants for the stim-
ulus package money that they had over 6,100 
projects done as of last year, and they still have 
more to go because it is supposed to be spent 
by September, 2010,” Vulcano says.

Biotech gets ‘number one priority’

Biotech companies received a small but 
important change from the health care reform 
bill.

The bill cleared up ambiguity about how 
long biosimilar products could have patent 
protection, Lewis says.

“There is now a 12-year data protection 
period for the biotech innovator, so they have 
12 years of patent protection or marketability to 
recoup their investment,” he adds. “That was a
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number one priority of the biotech industry, 
and so it was a big win for the industry, and we 
supported that.”

The other important piece of this was a 
patient safety issue with very strong require-
ments for clinical testing or clinical trials for 
biosimilars and high standards to demonstrate

similarity and interchangeability with innova-
tor drugs, Lewis explains.

The ACRO was concerned about having this 
piece included and worded correctly in the final 
legislation, he adds.

“Some earlier versions of the bill would have 
made clinical trials optional and given the FDA
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The Institute of Medicine received funding from 
the American Recovery and Reinvestment Act of 
2009 to recommend a list of top priorities for the 
initial focus in comparative effectiveness research 
(CER). The IOM published its recommendations in 
the report called Initial National Priorities for Com-
parative Effectiveness Research. 

Below are 15 of the IOM’s top 25 research priorities.
Compare the effectiveness of the following:
• Treatment strategies for atrial fibrillation includ-

ing surgery, catheter ablation, and pharmacologic 
treatment.

• Different treatments (e.g., assistive listening 
devices, cochlear implants, electric-acoustic devices, 
habilitation and rehabilitation methods [auditory/oral, 
sign language, and total communication]) for hearing 
loss in children and adults, especially individuals with 
diverse cultural, language, medical, and develop-
mental backgrounds.

• Primary prevention methods, such as exercise 
and balance training, versus clinical treatments in 
preventing falls in older adults at varying degrees of 
risk.

• Upper endoscopy utilization and frequency for 
patients with gastroesophageal reflux disease on 
morbidity, quality of life, and diagnosis of esophageal 
adenocarcinoma.

• Dissemination and translation techniques to 
facilitate the use of CER by patients, clinicians,  
payers, and others.

• Comprehensive care coordination programs, 
such as the medical home, and usual care in man-
aging children and adults with severe chronic dis-
ease, especially in populations with known health 
disparities.

• Different strategies of introducing biologics into 
the treatment algorithm for inflammatory diseases, 
including Crohn’s disease, ulcerative colitis, rheuma-
toid arthritis, and psoriatic arthritis.

• Various screening, prophylaxis, and treatment 
interventions in eradicating methicillin resistant 

Staphylococcus aureus (MRSA) in communities, 
institutions, and hospitals.

• Strategies (e.g., bio-patches, reducing central 
line entry, chlorhexidine for all line entries, antibiotic 
impregnated catheters, treating all line entries via 
a sterile field) for reducing health care associated 
infections (HAI), including catheter-associated blood-
stream infection, ventilator associated pneumonia, 
and surgical site infections in children and adults.

• Management strategies for localized prostate 
cancer (e.g., active surveillance, radical prostatec-
tomy [conventional, robotic, and laparoscopic], and 
radiotherapy [conformal, brachytherapy, proton-
beam, and intensity-modulated radiotherapy]) on 
survival, recurrence, side effects, quality of life, and 
costs. 

• Establish a prospective registry to compare the 
effectiveness of treatment strategies for low back 
pain without neurological deficit or spinal deformity.

• Compare effectiveness and costs of alternative 
detection and management strategies (e.g., pharma-
cologic treatment, social/family support, combined 
pharmacologic and social/family support) for demen-
tia in community-dwelling individuals and their care-
givers

• Pharmacologic and non-pharmacologic treat-
ments in managing behavioral disorders in people 
with Alzheimer’s disease and other dementias in 
home and institutional settings

• School-based interventions involving meal pro-
grams, vending machines, and physical education, 
at different levels of intensity, in preventing and 
treating overweight and obesity in children and 
adolescents.

• Various strategies (e.g., clinical interventions, 
selected social interventions [such as improving the 
built environment in communities and making healthy 
foods more available], combined clinical and social 
interventions) to prevent obesity, hypertension, dia-
betes, and heart disease in at-risk populations such 
as the urban poor and American Indians.

 

Institute of Medicine top priorities for CER



more discretion, and we thought it was impor-
tant to make it clear that to ensure efficacy and 
safety you would need the same data you would 
on an innovator drug,” Lewis says. “This would 
be something that would give patients and pre-
scribers confidence that the generic would have 
the same efficacy and be at least as safe as the 
innovator drug for that patient.”

The health care reform bill might also have 
a positive impact on research sponsors since 
more people in the country will be insured, and 
some costs that are picked up by sponsors now 
could be paid by private insurers, he says.

“The more people who are insured, the less 
sponsors will have to offer compensation for 
services insurance doesn’t cover,” Vulcano says.

In particular, cancer research sites will see 
some changes that likely will have a positive 
impact on their patient study participants.

 

For example, the new bill mandates that pri-
vate insurers will have to pay for routine care 
for patients who are involved in clinical trials. 
Previously, some states had this mandate, but 
now it’s universal, Vulcano says.

“If I’m getting chemotherapy and getting 
an investigational drug, then private insurers 
might say they wouldn’t pay for anything since 
I’m in a clinical trial,” he explains. “Now it’s a 
global mandate, and insurers have to pay for 
this routine care.”

This change could have a big impact on 
recruitment in oncology trials, he adds.

The bill also provides funding for pilot 
research projects involving patient-centered 
medical home (PCMH) models, says Cecil 
Wilson, MD, an internist in Winter Park, FL, 
and the president-elect of the Chicago-based 
American Medical Association (AMA).

52 CLInICaL tRIaLS adMInIStRatoR / May 2010

The Patient Protection Affordable Care Act, which 
was signed into law in March 23, 2010, contains a 
Physician Payment Sunshine Provision that requires 
pharmaceutical and biotech companies to report all 
gifts and compensation made to physicians, including 
researchers.

Here are some of the provision’s chief details:
• Recording the information begins on Jan. 1, 2012;
• Reporting the information begins on March 31, 2013;
• The physician payment information will be reported 

first on Sept. 30, 2013, and on June 30th in future 
years. 

• Information included in the disclosure includes:
- Name; 
- Business address; 
- Physician specialty;  
- National provider identifier; 
- The value of the payment or transfer of value; 
- The name of the related drug, device, or supply, if 

available; to the level of specificity available; 
- A description of the form of payment: cash or cash 

equivalent; in-kind items or services;
- Drug samples, the name, number, date, and dos-

age units of the sample.
• The provision’s definition of payment includes 

these items:
- Gift;
- Food; 
- Entertainment;
- Travel or trip; 

- Honoraria;
- Research funding or grant; 
- Education; 
- Research; 
- Charitable Contribution; 
- Direct compensation for serving as faculty or 

speaker for medical education Program;
- Consulting fees; 
- Ownership or investment interest; 
- Royalties;   
- License fee; 
- Speaking fees; 
- Dividends; 
- Profit distribution; 
- Stock or stock option grant; 
- Any categories of information the secretary deter-

mines appropriat
• Product development: Payments under a product 

development agreement must be reported for services 
furnished in connection with the development of a new 
drug, device, biological, or medical supply, and must 
also be reported with the following information:   

- The date of the approval or clearance of the cov-
ered drug, device, biological, or medical supply by the 
Food and Drug Administration;

- Payments made four calendar years after this date.
• Clinical Investigations are confidential until either:
- Date of FDA approval or clearance; 
- Payments made four calendar years after this date.

Law requires disclosure of research bucks, gifts



The PCMH model involves having patients 
work with a primary care team to cover their 
chronic illnesses and other health issues, Wil-
son explains.

Pilot studies in North Carolina and Iowa 
have shown positive health outcomes and cost-
savings outcomes, and the bill will provide 
funding for similar pilot projects.

Controversial provision intact 

An unpopular aspect of the law in the 
research community is the Physician Payment 
Sunshine Provision, which requires sponsors to 
report payments made to physicians. (See table 
on what is reported under provision, p. 52.)

“This requires physicians to disclose any 
payments they receive from pharmaceuti-
cal or biotech companies,” he says. “This is 
something where we’d lobbied for a research 
exemption.”

However, the provision was included and 
now will require companies to begin tracking 
payments for reporting purposes as of Jan. 1, 
2012.

This is a disclosure requirement, and it will 
fall on the pharmaceutical and biotech com-
panies to disclose any payment over $100 that 
is made to a physician or pharmacist or other 
health care professional,” Lewis says.

“We are concerned this will be another 
disincentive to physicians to get involved in 
research,” he adds. “We understand the con-
cern over conflicts of interest, and there are 
clear cases where everyone can agree there 
have been conflicts of interest.”

But physicians who are paid to conduct clini-
cal trials and gathering health data and out-
comes are generally not in conflict of interest, 
and they should be encouraged to do this work, 
Lewis says.

“By forcing disclosure of their income, you 
are discouraging people from participating in 
research at a time when we need more physi-
cians doing research,” he adds.

“Nobody wants their income or a portion of 
their income hanging out there in public,” he 
says. “So you could eliminate some talented 
people from getting involved in research, and 
that ultimately could delay development of 
drugs.”

The ACRO is surveying investigators and 
non-investigators, and that is one of the ques-
tions they’ll ask, Lewis says.   n

Wheel reinventors take 
note: A compliance tool 
Guide investigators with great templates

Research organizations increasingly provide 
guidance to investigators, assisting them 

with compliance and regulatory documenta-
tion, but typically they leave the Good Clinical 
Practice (GCP) training to sponsors and others.

However, one large research organization 
has developed a GCP compliance program that 
helps investigators learn everything they need 
to know about regulations, best practices in 
protocol development, and compliance. And 
investigators are trained through use of care-
fully-developed protocol tools.

“We wanted to help investigators so they’re 
not reinventing the wheel each time,” says 
Gregg J. Fromell, MD, executive director of the 
office of human research at the University of 
Pennsylvania School of Medicine in Philadel-
phia, PA.

“Good Clinical Practice guidelines are a lot 
more specific about the elements of protocol,” 
Fromell explains. “So it’s not just a document 
that defines science and methodology; it’s a 
game plan for the whole trial no matter who 
you are.”

The research office provides tools to assist 
principal investigators (PIs) with building their 
regulatory binders.

“These are the documents you need to collect 
before beginning a study,” Fromell says. “It’s 
every possible document the FDA would want 
you to store.”

These include personnel qualifications, cur-
riculum vitae, IRB submission and approval 
documentation, tracking logs, enrollment, 
among others.

“You can take the standard administrative 
file template and remove sections that don’t 
apply,” Fromell says. “This keeps the investiga-
tor better organized.”

And the regulatory binder can be used by 
others at the research site when the investigator 
is on vacation or leave.

This type of tool should be made available 
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electronically, perhaps even Web-based, he 
suggests.

While investigators typically do their best in 
creating a GCP-compliant protocol, the process 
is more time-consuming and inefficient than is 
necessary. So the University of Pennsylvania’s 
research office has developed a protocol tem-
plate that guides them through the process.

The university’s research office was opened 
in 2001 with the mission of oversee and audit 
research projects and ensure studies are operated 
according to regulations, Fromell says.

“We teach investigators and coordinators 
how to manage research studies in a compli-
ant way and how to understand regulatory 
requirements,” he adds. “We have tools to help 
train and teach people.”

The tools are a small, but important part of 
compliance, he notes.

“It sounds simple, but its impact is huge,” 
Fromell says. “IRB reviews are easier and 
quicker because everyone can find everything 
they need.”

The tools include a template for writing a 
protocol, study administrative file templates, 
including sample correspondence, study docu-
ments, study tracking logs, research personnel 
information, protocol evaluation checklist, and 
others. 

Correspondence, tracking logs, et al 

For instance, the study administrative file for 
a drug study contains a table of contents with 
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The Philadelphia-based University of Pennsyl-
vania’s office of human research has developed 
research compliance tools and templates to assist 
investigators in adhering to Good Clinical Practice. 
Below are sample items from the study administra-
tive file for drug studies, which are reprinted with 
permission from Gregg J. Fromell, MD, executive 
director of the office of human research:

Laboratory Documents
• Laboratory Certifications and Licenses
- Required for studies utilizing laboratory data 

or results
- Provides evidence of the competence of the 

facility to perform the required test(s) and supports 
the reliability of the lab results

- UPHS certifications may include: the state 
laboratory license/permit, an accreditation by 
The College of American Pathologists (CAP), 
Clinical Laboratory Improvement Amendment 
Accreditation (CLIA), and the Joint Commission 
on the Accreditation of Healthcare Organizations 
(JCAHO), CV of laboratory license holder

- For HUP Lab certificates, call (this number) 
• Normal Reference Ranges
- Laboratory reference ranges may vary from 

laboratory to laboratory; therefore it is necessary to 
include documentation of the laboratory’s normal 
range values. All updates to the laboratory ranges 
must also be maintained.

- For HUP lab normal reference ranges, call (this 
number).

• Lab Manual(s), if applicable
Checkboxes:
- Current Lab Certification
- Lab Manual
- Current Normal Lab Ranges
- CV of Lab Director (local)
- Record of Retained Samples.
Monitoring
• Monitor Signature Log and Visit Record
- Tracking document that records the visits 

made by the monitor throughout the course of the 
study

• Study Initiation Reports
- Letter documenting that the procedures were 

reviewed prior to study initiation and the site was 
determined to be suitable for enrollment
* Interim Monitoring Reports
- Letter documenting the findings after each monitoring 
visit
• Close-out Report
- A report or letter documenting that the study had a 
final monitoring visit after the conclusion of the study to 
ensure any outstanding issues have been resolved
• Monitor Curriculum Vitae (CV)
- If monitor is hired by the PI, a copy of the monitor’s 
CV
Checkboxes: 
- Monitor Signature Log and Visit Record
- Study Initiation Report
- Interim Monitoring Reports
Report from visit date:
- Close-Out Report
- Monitor’s CV (or Not Applicable).

Compliance keys for drug studies



the following categories:
* Correspondence:
- IRB correspondence;
- Penn reviewing committees;
- Sponsor/CRO correspondence;
- General correspondence.
* Study documents:
- Protocol;
- Informed consent & HIPAA authorization;
- Case report from sample;
- Investigator’s brochure;
- FDA Form 1572;
- Laboratory documents.
* Study tracking logs:
- Subject logs;
- Adverse events;
- Investigational product accountability;
- Monitoring. 
* Research personnel:
- Curriculum vitae and licenses;
- Signature and delegation of responsibility log.

Little training needed 

The protocol template is a long, detailed 
document that covers every facet of a pro-
tocol. However, the template itself is self-
explanatory, and all investigators have 
needed is assistance in navigating the soft-
ware, he says.

“When we launched this six or seven years 
ago, we thought we’d have to train them about 
the content’s different elements,” Fromell 
says. “But the guidance language was so obvi-
ous and straight-forward that they instead 
asked if we could train them on how to get 
Microsoft Word to alter that self-generating 
table of contents.”

“Any time there’s a regulatory change at 
the Food and Drug Administration (FDA), we 
go back to the template right then and make 
changes,” Fromell says.

At 16 printed pages, the empty template 
roughly is the size of a modest study proto-
col, and there now are separate templates for 
device studies and drug studies, he says.

Use of the protocol is voluntary, but increas-
ing numbers of investigators have been using 
it, Fromell says.

“When we first introduced it very few peo-
ple were using it, but now it’s very common,” 
he says. “When we do audits we typically see 
quite a few of them.”

The second year after the protocol template 
was launched, a study coordinator called the 
research office, expressing concerns about 
being asked by her PI to write a protocol that 
the PI would review, Fromell recalls.

The coordinator received protocol training 
and used the template as she wrote a protocol 
that eventually was submitted to the IRB for 
review, he adds.

“The PI told her to not worry because 
the IRB would mark up the protocol, so she 
shouldn’t take it personally,” Fromell says. 

But to everyone’s surprise, the IRB had only 
two comments about the protocol, he adds.

As the story spread around the unit, more 
investigators and CR staff were sold on the 
idea of using the protocol template.

Studies that have used the protocol typically 
can be audited more quickly and efficiently, 
Fromell says.

“The protocol is one of several tools 
designed to help people get the job done,” he 
says. “It sells itself: it’s a tool that helps people 
gain a better understanding of compliance, and 
it’s flexible so it fits everyone.”

Another GCP tool is the university’s protocol 
evaluation checklist, which is an assessment 
of inclusion of GCP standards and regulatory 
requirements.

The three-page checklist has 16 sections 
with checkboxes next to items that need to be 
included in the protocol. For example, here 
are the items in the section on the statistical 
plan:

• Sample size determination (for multicenter 
studies, include planned number of subjects to 
be enrolled at each trial site);

• Description of statistical methods includ-
ing level of statistical significance to be used;

• Criteria for termination of the trial;
• Method for accounting for missing, 

unused, or spurious data (if applicable);
• Procedures for reporting deviation from 

the statistical plan;
• Subject populations for analysis (e.g. all 

randomized subjects, all dosed subjects, all eli-
gible subjects, all evaluable subjects).

The research office provides all of the tools 
through an electronic download at no charge to 
investigators, Fromell notes.

“They can print it themselves or order it on-
line in a preprinted and packaged version,” he 
says. 
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Make the most of your 
subject recruiting dollars
The medium is still the message

Buying media advertisements to recruit 
subjects often is the easiest way to make 

a study’s enrollment deadlines, but it is an 
expensive method if not used carefully.

With a typical study budget of about $5,000 
for subject recruitment, ad buying is even trick-
ier, says Kevin Ketels, MS, chief executive officer 
of KMED Research in St. Clair Shores, MI. KMED 
is a clinical research site and consulting firm that 
manages phase II through phase IV trials.

The first step in getting the most recruitment 
bang for your budget bucks is to narrowly tar-
get the study population.

“Identify who it is that you’re trying to 
recruit,” Ketels suggests. “It could be you will 
be recruiting diabetics who are ages 18 to 85, 
but you have to ask yourself who actually will 
come into your clinic.”

There likely won’t be many 20 year olds 
interested in the trial, so an advertising cam-
paign might target the most likely age segment 
of people between 40 and 60 years, Ketels adds.

“Then you need to look at the types of media 
channels you would need to reach that audi-
ence,” he says.

A clinical trial site might want to buy televi-
sion advertising, along with some radio spots, 
but cost is an issue, as well.

“TV is good, but it’s more expensive because 
of production costs in creating a TV ad, and 
also TV is a lot more fragmented,” Ketels 
explains. “I personally use a lot more radio 
because it’s cost effective.”

Here are Ketels suggestions on purchasing 
ads in different venues:

• Buy radio ads that target desired demo-
graphic:

If a CR site is targeting a younger audience, 
then it might be a good idea to buy a spot on a 
top hits radio station. If the target population is 
middle-aged, then talk radio might be the way 
to go, for example.

“You should ask whoever you’re buying the 
media from what percentage are their listeners’ 
age range or gender,” Ketels suggests.

“A radio station might say their listeners are 
80% male, so if you buy an ad on that station, 

you’ll have to find some way to balance this 
out with the female population,” he adds. “I 
look at media and what they’re delivering as 
far as their audience, and I see if there’s a good 
match.”

CR sites also should obtain competitive bids 
from different radio stations, Ketels says.

“You can ask them to give you an Arbitron 
[radio marketing] schedule of what exactly it 
will cost, the time of day the ads will run, and 
the cost per rating point, which is an objective 
measure to compare to different radio sched-
ules,” he adds.

This measure helps an ad buyer determine if 
the higher cost of radio station A is because A 
has a bigger audience and therefore can reach 
more people with fewer advertising spots.

“So the cost to run the ad with them is more 
expensive, but with each ad you reach more 
people than you do with the other radio station 
where the ad cost is less but with each ad you 
reach fewer people,” Ketels says.

The same quality factor should be considered 
when one advertising price could purchase 
more ads at one station than at another.

“For example, one station can give you a 
schedule with 45 ads, and another can give you 
15 ads, so you might think the 45 ads would be 
better,” Ketels explains. “But when you look 
more closely and see the times that the 45 ads 
are playing, you might find that the one giving 
45 ads is giving you 35 time slots when no one 
is listening to the radio.”

And the station with the 15 ads might be 
including ads that all play between 9 a.m. and 5 
p.m. when people are driving to or from work, 
he adds.

“Day-time listeners might be appropriate for 
a clinical trial because they’re listening and are 
home during the day when the trial is held,” 
Ketels says. “But if you have an ad running at 9 
p.m., the people listening to it might not be as 
interested, or if they do call the study site and 
get a recorded message, they might just decide 
they don’t want to do this after all, and they’ll 
hang up.”

• Look at cost per 1,000 subscribers for print 
ads:

With newspaper and magazine advertising, 
the key is to break down the advertising cost 
per 1,000 subscribers, Ketels says.

“You can put an ad in this particular paper, 
and it’s really cheap,” he says. “But I might 
find out that it’s cheap because the paper’s 



circulation is not that big.”
CR sites should buy their print advertising, 

like they do with radio ads, based on a paper’s 
demographics.

If the CR site needs to reach younger people 
for a study then the weekly metro or enter-
tainment papers might be the best bet because 
these tend to attract younger people who are 
into the club or music scene, Ketels suggests.

Daily newspapers mainly have subscribers 
who are middle-aged, so if that’s the target 
demographic, then CR sites should buy ads in 
these larger and often more-expensive papers.

“Depending on the age of the audience I’m 
trying to target, I’ll go to the Detroit News or 
Detroit Free Press or the Metro Times for adver-
tising,” Ketels says.

• Internet advertising is the cheapest, but the 
reach is limited:

When CR sites look to Internet advertising 
for recruiting subjects, they should first start 
with Google Ad Words, Ketels advises.

“I bid on these different words, and I’ll say 
that I’ll pay up to a dollar for every time some-
one clicks on my ad,” he says.

“It’s a fabulous tool,” Ketels says. “When 
people do an Internet search on Google, say 
for a clinical trial in the Detroit area, then an 
ad will pop up on the right side of your search 
results.”

The Internet ad might say something like 
this: “Local doctor is seeking volunteers for a 
clinical trial in Detroit, Michigan.”

Learn the difference 
between CR deviations 
and violations
Rate deviations on severity scale

Research organizations often have trouble 
distinguishing between protocol deviations 

and violations, and the regulations are little 
help in making these definitions, an expert 
says.

“We have different regulations referring to 
deviations, and yet in another sentence they’re 

calling it ‘violations,’” says Linda A. Mottle, 
MSM-HSA, RN, CCRP, director of the center 
for health innovation & clinical trials and direc-
tor of the clinical research management gradu-
ate programs at Arizona State University in 
Phoenix, AZ. Mottle also is an associate clinical 
professor in the college of nursing and health 
innovation.

“What has happened is there has been a 
common benchmark interpretation that’s used 
in industry and accepted by IRBs,” Mottle says. 
“Essentially, a deviation is considered a minor 
protocol variance that does not affect patient 
safety or data integrity.”

This creates a scale of severity with a viola-
tion, meaning a major deviation that somehow 
impacts the risk-benefit ratio for the subject 
and/or data integrity, she explains.

Often, clinical trial sites decide it’s better to 
be overly cautious than risk missing something, 
so they keep a log of all protocol deviations 
and how these were handled.

But there’s a problem with handling devia-
tions in this way, Mottle says.

The biggest issue is that research orga-
nizations that require all deviations to be 
documented and handled are not taking time 
to weigh the importance of any particular 
deviation.

Mottle offers this advice on how to handle 
deviations and violations in the most effective 
way:

• Categorize protocol problems as deviations 
or violations: “Sites should categorize these 
reasonably, logically, and ethically as violations 
or deviations,” Mottle says.

To do so, they should keep these parameters 
always in mind:

- Did this action affect patient safety or the 
risk-benefit ratio for that participant?

- Did this action affect the study data integ-
rity?

“If it did not impact these, then you know 
you have a deviation,” Mottle says. “If it did, 
then you possibly have a violation, and you 
should then look at factors like intent and 
repeatability.” 

• Develop a severity scale for deviations and 
violations: There is no magical answer to deter-
mining the importance of each deviation, but 
developing a severity scale will help.

The severity scale would take into account 
the risk-benefit ratio and data integrity. Any 
deviation that doesn’t impact either would be 
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placed in a low severity category.
For instance, a site’s severity scale could 

define administrative deviations that are non-
reoccurring as minor if they also do not impact 
the risk-benefit ratio and data integrity.

An administrative deviation might be hav-
ing an incorrect or outdated site phone num-
ber listed. This is a deviation, but it does not 
directly impact patient safety or data integ-
rity, so this deviation is less severe, Mottle 
says.

In another example, a site might have 
enrolled a subject who doesn’t fully meet 
inclusion/exclusion criteria.

“The principal investigator says that’s 
okay, and the sponsor says that’s okay, but 
it’s a violation,” Mottle says. “If they’re not 
meeting inclusion criteria that could impact 
safety parameters and the data.”

This violation is severe enough to require a 
protocol amendment that states the problem 
and solution, she suggests.

“They could say that they have many 
patients who would meet the inclusion crite-
ria, if the lab value were extended another two 
points,” she says.

* Watch for patterns and trends in devia-
tions: Even minor procedural deviations might 
be rated severe if they are repeated and a pat-
tern develops.

“For example, if a CR site sent blood work 
to a lab, and the lab dropped the sample, then 
that’s something that was not expected, and 
it means you would have to bring that sub-
ject back in for another blood draw,” Mottle 
explains. “Then the second blood draw might 
be outside the protocol’s window, which is a 
deviation of the protocol.”

So there might be a very small amount of 
risk to the subject since blood draws have a 
tiny amount of risk, but it’s not something that 
will hurt a subject in a significant way, she 
notes.

“And it happened because of an accident, 
something that couldn’t be planned for or 
avoided in the process or procedural standard 
guidelines,” she adds.

But if this same accident occurs repeatedly, 
the incident would be rated higher on the 
severity scale.

Patterns of repeated minor discrepancies 
could result in data integrity problems or even 
greater risk to subjects, Mottle says.

The issue is that someone at the clinical trial 

site may know there is a problem, but the devi-
ations continue unchecked, and that’s when it 
becomes a violation, she adds.

“If you’re routinely not putting in the 
appropriate case report forms in the stated 
timely manner over and over again, and 
you’re not meeting the protocol’s [stipula-
tions] or sponsor’s standard operating proce-
dures (SOPs) for running the study, then that 
will impact data integrity,” Mottle explains. 
“It slows down the ability to do interim data 
analysis for safety evaluations, so that’s a  
violation.”   n

Think of recruitment
in marketing terms 
Define plan, build solution, track results

Clinical trial sponsors need to build a busi-
ness plan for their subject recruitment 

process, and it should include strategies for 
building a solution and tracking results, an 
expert says.

Recruiting research participants can be com-
pared with how a new fast food burger restau-
rant finds customers, says Cosimo Spera, PhD, 
head of predictive analytics for DecisionView 
in San Francisco, CA.

“When a company like McDonald’s plans a 
new operation, they estimate the arrival range 
of customers,” Spera says.

The company also determines the prime 
business time frame, perhaps around 12 noon, 
and determines how many burgers to defrost, 
staff to have at the cash register, and fries to 
prepare, Spera adds.

“When we’re trying to model patient recruit-
ment for a clinical trial, we need to follow 
some sort of probability distribution,” he 
explains. “Not everybody in a clinical trial will 
go to a medical center at the same time to be 
screened.”

Also, each clinical trial has a geographical 
area from which potential participants can be 
recruited, and this varies across diseases and 
regions, Spera says.

“The ways these patients are arriving follows 
a probability distribution, and so mathematics 
comes into it,” he says. “By using mathematical 
techniques, we are able to predict when a trial is 
going to finish its recruitment, and we can pro-
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vide accurate information for people who have 
to make decisions on how to run the trial.”

Anticipate deviations 

The challenge is for clinical research spon-
sors to understand and anticipate deviations in 
the recruitment plan.

“In order to put some of the best practice 
processes together, one of the first things a 
company that does clinical trials should do is 
build a solution with a plan definition and to 
track the plan,” Spera suggests. “They need to 
quickly understand the execution of the trial 
and to immediately decide which are the best 
actions to take to correct problems.”

Tracking is essential because it gives a 
sponsor the information necessary to make 
recruitment strategy changes when these are 
necessary.

For example, suppose a CR site has targeted 
100 patients for enrollment, and the goal is to 
recruit 10 new patients each week, Spera says.

But the site’s actual recruitment falls short, 
and on average five new patients are recruited 
each week. This means it will take twice as long 
— 20 weeks instead of 10 weeks — for the site 
to complete its enrollment, he explains.

“I use that information to make an update 
on my plan and say, ‘I expect to finish the 
recruitment by this day,’ and if that’s not 
acceptable, then I can use that information to 
make recruitment corrections,” Spera says.  
“I can run an advertising campaign in the  
center’s area.”

Another potential problem that should 
be dealt with through monitoring and plan 
adjustments includes the discovery that the 
subject screening failure rate is higher than 
predicted.

“When you have a high screen failure rate, 
one possibility is the process you have put into 
place for screening might not be correct,” Spera 
says.

Sponsors and CR sites need to make certain 
the screening process is being done correctly. 
And if they are confident that everything is 
being done precisely as intended, then the 
sponsor might need to request modifications to 
the study protocol, Spera suggests.

Logistics also can create study recruitment 
problems. 

A CR site might be recruiting at a brisk pace 
and then find that there isn’t enough investi-

gational product available to handle all of the 
site’s study participants. This could result in 
people dropping out of the trial, which could 
lead to costly delays.

“So you need to talk with the sponsor and 
arrange for a replenishment of the drug,” Spera 
says.

For instance, the sponsor could have a site 
that’s been slow in recruiting participants send 
over some extra product, he adds.   n
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CNE/CME OBJECTIVES / 
INSTRUCTIONS

The CNE/CME objectives for Clinical Trials Adminis-
trator are to help physicians and  
nurses be able to:
• review pertinent regulatory mandates;
• develop practical clinical trial oversight strate-

gies;
• review best practices shared by facilities that suc-

cessfully conduct clinical trials.

Physicians and nurses participate in this medical 
education program by reading the issue, using the 
provided references for further research, and studying 
the questions at the end of the issue. 

Participants should select what they believe to be 
the correct answers, then refer to the list of correct 
answers to test their knowledge. To clarify confusion 
surrounding any questions answered incorrectly, 
please consult the source material. 

After completing this activity at the end of each 
semester, you must complete the evaluation form 
provided and return it in the reply envelope provided 
to receive a letter of credit. When your evaluation is 
received, a letter of credit will be mailed to you.  

n try these strategies for 
marketing your CR site to 
sponsors 

n	Make most of good billing 
compliance practices

 

n	Clean up your CR records, 
following these tips

n	nIEHS has tool for 
tracking regulatory data

COMING IN FUTURE MONTHS
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17. In the new Patient Protection and Affordable Care 
Act, there are additional funds for research. Which 
five areas are specifically singled out?
A. Cardiovascular disease, orthopedic medicine, 
childhood leukemia, HIV/AIDS, and diabetes
B. Comparative effectiveness research, postpartum 
depression, pain, emergency medicine, and health 
care delivery
C. Comparative effectiveness research, oncology, 
biosimilars, cost-effectiveness care, and health care 
delivery
D. Breast cancer, HIV/AIDS, congestive heart failure, 
H1N1 influenza, and emergency medicine

18. A Good Clinical Practice tool for assisting 
investigators with their study administrative file 
might include which of the following features:
A. IRB correspondence, reviewing committees, 
sponsor/CRO correspondence, general 
correspondence
B. Protocol, informed consent and HIPAA 
authorization, case report form sample, investigator’s 
brochure, FDA Form 1572, laboratory documents
C. Subject logs, adverse events, investigational 
product accountability
D. All of the above

19. When a clinical trial site has limited funds for 
buying advertising to recruit subjects for a trial, 
which venue works best?
A. Television 
B. Radio and newspapers
C. The Internet
D. It depends on the target subject demographics, 
but some combination might produce the needed 
results

20. When a research office is trying to determine 
whether a protocol deviation is severe or a violation, 
which of the following parameters should be used to 
assess the incident?
A. Did this action affect patient safety or the risk-
benefit ratio for that participant?
B. Did this action affect the study data integrity?
C. Both A and B
D. None of the above

Answer: 17. B; 18. D; 19. D; 20. C
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