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Every clinical trial has a challenge.  

We have a solution.

Call: + 1 888 SOLUTION (765-8846)   

Email: solutions@catalent.com   

Visit: www.catalent.com

WORRY-FREE  
WAREHOUSING & DISTRIBUTION
Over 25 years of global supply chain expertise

supporting 4,500 trials from 50+ depots.

INTEGRATED SERVICES, 
FASTER TO MARKET
Integrated with clinical manufacturing, analytical,  

and regulatory consulting, we provide you with  

a faster path to clinic and beyond.

COST-EFFECTIVE, DIRECT 
COMPARATOR SOURCING
Our sourcing specialists will help you 

directly source virtually any product, at 

any quantity, anywhere in the world.

INNOVATIVE PACKAGING 
SOLUTIONS
An industry leader in primary and 

secondary packaging with automation 

and creative packaging solutions.

global 

clinical trials. 
reduced timelines. 

clinical supply
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www.atcormedical.com
T 630.228.8871
info@atcormedical.com

Noninvasive Central Aortic Blood Pressure and Arterial 
Stiffness Assessment with SphygmoCor® systems 
– The gold  standard in pulse wave analysis and pulse wave 

 velocity, featured in over 600 published studies

– Used worldwide in all phases of clinical trials

24 Hour Ambulatory Blood Pressure with the 
SunTech Medical® Oscar 2™system
– The only ABPM system validated to all three internationally 
 recognized standards 

– Orbit™cuff, designed for maximum patient comfort and 

 avoidance of data loss  

Global Support Services
AtCor Medical provides comprehensive clinical trial support 

worldwide: state-of-the-art technology, trial site training, data 

quality assurance, and data management, using the AtCor 

WISDOM secure data transfer system.

A GLOBAL VIEW OF BLOOD PRESSURE IN CLINICAL TRIALS

SunTech®, Oscar 2™ and Orbit™ are trademarks of SunTech Medical, Inc. 
SphygmoCor® is a trademark of AtCor Medical Pty. Ltd.

AtCor Medical  –The Blood Pressure Core Lab
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Myoderm is a global leader in sourcing commercial drugs for clinical trials. We know  

that no two trials are the same, so we scour the world for optimal, innovative solutions 
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and distributing NIMPs and standard-of-care medications directly to clinical sites.  

That’s why we’re the choice of seven of the world’s top ten pharmaceutical companies. 

Put us to the test. You will not be disappointed. 

To learn more visit myoderm.com
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©2012 Myoderm. All rights reserved.
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Negative Contract Negotiations Can Affect Sites’ Future Business

64%
21%

15%

Yes

No

I don’t know

Source: Applied Clinical Trials/Salvius Legal Clinical Trial Agreements

Learn More About Contract Negotiations
Applied Clinical Trials hosted a webinar, “How to Improve Your Clinical Trial 

Agreements,” which included results from a survey published in last month’s 

issue. Respondents noted a past bad experience with contract negotiations at a 

site influences a sponsor or CROs decision to work with that site in the future. 

View the webinar on demand at www.appliedclinicaltrialsonline.com/improve.

O
nce a decision to purchase a 

clinical trial management sys-

tem (CTMS) has been made, 

the next step involves training the 

right people. Consider all users of the 

system and how they will utilize the 

various functions in their daily work-

flows. Clinical research coordinators 

and principal investigators as well 

as regulatory, f inance, physicians, 

nurses, and pharmacy staff might be-

come users of the application. Discuss 

with your CTMS provider the differ-

ent training needs of each group.

Your CTMS provider can help rec-

ommend a training plan to f it your 

needs. An ideal training session will 

familiarize users with the functions 

of the system to teach them the tools 

they need to start using the appli -

cation right away. Training should 

focus on navigating the application 

and knowing its features. Once users 

learn how to use the tools available 

to them, they are often able to apply 

that knowledge in a variety of real-

life scenarios.

In addition, resources should be 

made available for users after train-

ing is complete. Consider designat-

ing core staf f from your site to act 

as subject matter experts (SMEs), or 

project coordinators, for the CTMS. 

These core users can collaborate with 

staff to maximize the system for their 

workflows. The SMEs can also com-

pile questions to ask your support 

team and stay up to date with new 

features and functionality available in 

the CTMS. 

Angela Pfotenhauer is Allegro Product 

and Training Specialist at Forte 

Research Systems.

Editor’s Note: The full text of this 

article can be found in the Online 

Exclusives section of our home page. 

N o t e w o r t h y

Go to:

appliedclinicaltrialsonline.com 

to read these exclusive stories 

and other featured content.

Pharma 4
New to AppliedClinicalTrials 

online.com is our weekly video 

news featuring editors and col-

umnists from our pharmaceuti-

cal group on the weeks’ news. 

Watch it new each Thursday at 

http://bit.ly/KRT5m2.

Top of Mind Clin Ops
Our recent webinar on what is 

on the radar for clin ops revealed 

the top concerns: risk-based 

monitoring; site management; 

effective partnering between 

CROs and sponsors; and utilizing 

data effectively. Go to applied-

clinicaltrialsonline.com/mind to 

watch on-demand for free.

At-Home Solutions
Many potential subjects are left 

un-enrolled because of difficul-

ties getting to a site or complex 

protocols or disabilities. Nicki 

Norris, CEO of Clinical Resource 

Network, discusses using in-

home clinical services as a way to 

facilitate change in patient solu-

tions. http://bit.ly/M6jKMp.
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Introducing CentralSource. The revolutionary, centralized alternative

to local site sourcing that’s more efficient, more uniform, less wasteful,

and less expensive. Call +1 610.233.3300 or visit myoderm.com/centralsource

to learn more.

PREPARE FOR A

RADICAL CHANGE.
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News

I
t’s hard enough to conduct clinical 

trials for experimental medicines, 

but it can be even more difficult 

when patients already have access to 

the medicine outside the research set-

ting. Thus the Food and Drug Admin-

istration should require post-market 

clinical studies, which expose patients 

to heightened risk, only if an impor-

tant public health question is at stake 

and no other study design can supply 

needed evidence. 

That’s the conclusion of a report on 

“Ethical and Scientific Issues in Study-

ing the Safety of Approved Drugs” 

published by the Institute of Medicine  

in May, which raises a number of im-

portant questions on this topic as part 

of its assessment of FDA policies for 

ensuring the safety of drugs through 

the product lifecycle. 

FDA requested this IOM analysis 

in 2010 to help devise policies and 

programs to prevent future Vioxx-

type safety crises. The expert panel 

issued a preliminary assessment in 

July 2010 to assist deliberations on 

drug safety issues by FDA advisory 

committees. 

This final report outlines strate-

gies for improving oversight of mar-

keted drugs to better detect safety 

concerns. The panel advised FDA to 

create a comprehensive document that 

maps drug risks and safety concerns 

throughout the product life cycle, or 

benefit and risk assessment and man-

agement plan. 

The proposal drew objections from 

agency officials, who claimed it would 

be “challenging” to develop a formal 

safety document for every approved 

drug,  given the agency’s limited 

resources, and that lengthy rule-

making would probably be required 

to do so. 

Risks warrant study
Much of the report discusses how 

FDA should weigh the need for post-

market clinical trials and how such 

studies should be structured. FDA 

has required 385 post-market studies 

since 2008, according to a separate 

agency report. Post-approval research 

is most valid, the panel said, where 

benefits or risks of a drug are “par-

ticularly uncertain.” That could apply 

to drugs approved based on surrogate 

endpoints that provide conflicting 

evidence about likely health outcomes; 

to first-in-class drugs with approval 

based on surrogate endpoints; and to 

drugs with troubling side effects that 

could affect a large number of people. 

In deciding whether to require 

sponsors to conduct post-market 

studies, the experts emphasized that 

FDA must balance the need to guard 

against unsafe medicines against its 

ethical obligation to protect research 

participants. 

Clinical studies should be required 

only if a regulatory decision cannot be 

made with existing safety evidence; 

if the research can reduce uncertain-

ties about the benefit-risk balance of 

a medicine; if the results will support 

a decision in a timely fashion; and if 

the rights and interests of research 

participants can be protected. Asking 

individuals to accept additional risk, 

without any expectation of clinical 

benefit, is justified only when a press-

ing public health question is at stake, 

as when FDA has to decide whether 

to remove a drug from the market or 

restrict its use. 

Even if post-market research is 

warranted, the experts acknowledged 

that such studies are not easy to con-

duct because patients may refuse to 

participate in randomized clinical tri-

als (RCTs) once a medicine is readily 

available, and extensive patient self-

selection can skew results. 

Adherence also may be a problem, 

as well as early patient withdrawal 

from trials. When RCTs are justified, 

FDA should work with institutional re-

view boards and data monitoring com-

mittees to ensure proper protection 

of participants’ rights and interests. 

Active comparators should be used 

whenever possible, although placebo 

controls may be acceptable  under cer-

tain circumstances. 

Post-market studies
Post-market studies should employ 

informed consent procedures that 

address the unique aspects of this 

research, such as the need to assess a 

specific safety signal.

The difficulties with post-market 

RCTs may increase reliance on obser-

vational studies, particularly to detect 

rare or delayed risks. 

In anticipation of such a shift, the 

panel advises FDA to establish a new 

body to advise on the ethical chal-

lenges raised in observational studies 

and surveillance activities. 

FDA also should clarify whether 

its human subject protection regula-

tions apply to post-marketing obser-

vational studies and emphasize that 

it ’s important for investigators to 

ensure the security of patient infor-

mation obtained from health system 

databases.  

—Jill Wechsler

Ethical, Logistical Issues: Experts Outline Criteria  
to Justify Randomized Studies

V i e w  f r o m  w a s h i n g t o n
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LOCAL SITE SOURCING USED TO BE A

MISERABLE, PULL-YOUR-HAIR-OUT,
EXPENSIVE, PAIN IN THE BUTT.

But now there’s CentralSource. It’s the revolutionary, centralized

alternative to local site sourcing that’s more efficient, more uniform,

less wasteful, and less expensive. Call +1 610.233.3300 or visit

sales@myoderm.com/centralsource to learn more.
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News

C
riticisms of the pharmaceutical 

industry’s real motives for under-

taking post-marketing studies 

have been made by a special report in 

the British Medical Journal.

“These studies are challenging 

because of their observational nature, 

very different from the controlled set-

tings of Phase II and III clinical trials. 

In theory, post-marketing studies are 

primarily used to answer an important 

clinical question: is this drug effective 

and safe in a non-controlled, real life 

setting? However, some of the stud-

ies I worked on were not designed to 

determine the overall risk/benefit 

balance of the drug in the general 

population. They were designed to 

support and disseminate a market-

ing message,” noted the author of 

an editorial published on June 12, 

2012 (“Post-Marketing Observational 

Studies: My Experience in the Drug 

Industry,” BMJ, http://www.bmj.com/

content/344/bmj.e3990).

The writer—who wishes to remain 

anonymous, and is referred to only as 

a former industry employee—admits 

to “playing” with the data. Other ques-

tionable practices are described, in-

cluding the use of key opinion leaders 

to add credibility to the results and to 

influence decision makers and other 

prescribers. 

Although the medical department 

developed the publication plans, 

designed the study, performed the 

statistical analysis, and wrote the 

final paper, the marketing team re-

sponsible for the product was directly 

involved in all stages and closely 

supervised the content of other educa-

tional scientific materials produced in 

the medical department and intended 

for potential prescribers, according to 

the author.

“Instructions from marketing to the 

medical staff involved were clear: to 

ensure that the benefits of the drug 

were emphasized and the disadvan-

tages were minimized where possi-

ble,” the writer stated. “Allowing com-

panies to focus more time and efforts 

on drug development, or increasing 

transparency by encouraging industry 

authors to disclose the fact that the 

research has commercial objectives 

(as long as these are balanced with 

scientific value) would definitely help 

to develop better drugs for patients. 

And by better, I mean innovative, more 

effective, and safer drugs, not neces-

sarily just more profitable.”

Two other articles published by BMJ 

on the same day raise specific con-

cerns about the motives behind post-

marketing studies of new treatments 

for diabetes, and call for better regu-

lation to ensure “a proper balance” 

between the commercial and clinical 

functions of these studies. These 

studies are also fuelling “catastrophic 

health expenditure” in low income 

countries by promoting new, more 

expensive treatments and influencing 

the prescribing habits of physicians, 

wrote the authors.

Edwin Gale, Emeritus Professor of 

Diabetic Medicine at the University of 

Bristol, UK, is worried about the role 

and legitimacy of post-marketing stud-

ies for new insulins, and has analyzed 

their use by the three main insulin 

manufacturers: Eli Lilly, Novo Nordisk 

and Sanofi-Aventis. 

New analog insulins can cost up to 

four times as much as conventional 

human insulin, and although evidence 

suggests that they offer little benefit 

to most people with type 2 diabetes, 

Gale found that nearly 400,000 people 

worldwide have been recruited into 

post-marketing studies of insulin ana-

logues since 2005. 

One company recruited nearly 

360,000 individuals. Most studies were 

carried out in middle- or low-income 

countries, had limited scientific value, 

and promoted wider use of more ex-

pensive insulins, and furthermore, 

most patients are likely to remain on 

the new insulins at the end of the stud-

ies, he noted.

It seems reasonable to ask whether 

a company would invest in such 

large-scale activities without a good 

commercial rationale, he contin-

ued. Although physicians may par-

ticipate in good faith, the patient or 

healthcare system pays for a more 

expensive agent instead of one that 

is cheaper and equally effective, 

and the public is offered misleading 

claims of comparative merit based 

on studies of limited scientific value, 

wrote Gale.

John Yudkin, Emeritus Professor 

of Medicine at University College 

London, argues that post-marketing 

studies contribute to rising health 

expenditure. He points to Novo Nord-

isk’s PREDICTIVE study, which paid 

doctors in 26 countries to start 47,565 

people with diabetes on the company’s 

insulin analog, Levemir. 

Yudkin calculates that in India—

where 3,435 patients were enrolled 

in the study and where patients must 

cover drug costs themselves—the 

annual cost of Levemir would be 

eight times more than a generic hu-

man insulin. 

Novo Nordisk can be justifiably 

proud of some of their social responsi-

bility initiatives over the past 10 years, 

but it now needs to reclaim the moral 

high ground, he wrote.

—Philip Ward

Fresh Doubts Cast Over Post-Marketing Trials
g l o b a l  n e w s
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News

T
he main result of the Supreme 

Court decision upholding the 

Affordable Care Act (ACA) is 

that it ends all the rampant specula-

tion and uncertainty about the future 

shape of the US healthcare system. 

Now health care providers, insurers, 

medical products makers, and govern-

ment agencies can move forward with 

the complex process of establishing 

new programs and policies to expand 

coverage to millions of Americans. 

Patients can expect more coverage 

options and improved access to care, 

including prescription drugs.

The much-anticipated ruling pro-

duced an audible sigh of relief from the 

healthcare industry, even those parties 

that would have preferred to see much 

of the program disappear. 

For pharma and biotech compa-

nies, the decision means that the 

Food and Drug Administration can 

continue to implement the new bi-

osimilars program and that industry 

will continue to pay higher Medicaid 

rebates and provide discounts to 

Medicare patients who reach the Part 

D doughnut hole. 

In return, some 33 million more 

people will gain help in paying for 

drugs and medical products over the 

next decade through health insurance 

exchanges and expanded state Medic-

aid programs. 

It is this anticipated market in-

crease that prompted the pharmaceu-

tical industry to support the Obama 

administration’s healthcare reform 

initiative three years ago and agree 

to provide more than $80 billion in 

fees and rebates to support the pro-

gram. Pharma companies also have 

to pay hefty excise taxes, a require-

ment opposed by medical device mak-

ers, who are pushing for repeal of a 

$30 billion tax on their industry over 

the decade.

The court ruling “essentially 

results in status quo for the phar-

maceutical industry,” observed at-

torney Christie Bloomquist of Hogan 

Lovells, formerly with AstraZeneca. 

She anticipates that the pace of  im-

plementation will shift into high gear 

now that the path is open to establish-

ing health insurance exchanges and 

other ACA policies. 

Patient groups, including the Na-

tional Health Council, the National 

Organization for Rare Disorders, the 

Arthritis Foundation, and the Catho-

lic Health Association, cheered the 

ruling. 

They anticipate greater access to 

coverage and preventive care through 

the elimination of lifetime caps on cov-

erage, an end to denial of coverage for 

pre-existing conditions and expanded 

coverage of high-cost drugs for Medi-

care patients. The decision will also 

encourage more comparative effective-

ness research under the auspices of 

the Patient-Centered Outcomes Re-

search Institute, which is authorized 

by the ACA. 

Similarly, the American Medical 

Association and medical professionals 

of all stripes applauded the prospect 

of broader coverage and increased de-

mand for medical care. 

Yet pharma companies and some 

providers continue to press for 

eliminating the Independent Payment 

Advisory Board (IPAB), which they 

predict will lead to price controls. At 

a recent seminar on biomedical in-

novation sponsored by the Brookings 

Institution, Amgen chairman Kevin 

Shearer described IPAB as “a really 

bad idea” that could derail biotech 

product development. Jim Green-

wood, president of the Biotechnology 

Industry Organization (BIO), said 

that IPAB “threatens patient access 

to needed cures and medical break-

throughs.” 

Medicaid uncertainties
Although the high court declared the 

individual mandate constitutional, it 

curbed the requirement that states 

expand Medicaid eligibility or face 

a loss of federal Medicaid funds. 

The Justices supported the program 

expansion, but limited the penalty 

for states that choose not to comply. 

States that decide not to expand 

eligibility would lose only the ad-

ditional payments for broader cover-

age, and not all federal Medicaid 

funding. 

It’s not clear how states will respond 

to this more flexible option. Even if 

they decide on expansion, though, 

legal experts believe that the Medicaid 

decision has the potential of imposing 

more long-term limits on the growth 

of federal social welfare programs, and 

may end up having a significant impact 

on government initiatives and future 

court decisions. 

In addition to deciding whether or 

not to expand Medicaid programs, 

states face the enormous task of 

establishing insurance exchanges, 

overhauling health IT systems, and 

implementing a host of ACA provi-

sions. A majority of states had put a 

hold on these activities pending the 

Supreme Court decision and now have 

to decide whether and how to move 

forward. HHS officials have been busy 

implementing multiple ACA policies 

and handing out grants to states and 

providers to support adoption, but 

Health Reform Declared Constitutional

h e a l t h c a r e  r e f o r m

continued on page 15

ES92061_ACT0712_014.pgs  07.05.2012  05:42    ADV  blackmagentacyan



appliedclinicaltrialsonline.com   Applied CliniCAl TriAlS    15July 2012

News

f D a  g U i D a n c e

I
n August last year, the FDA came out 

with its Guidance for Industry Over-

sight of Clinical Investigations—a 

Risk-Based Approach to Monitoring. 

But why is it still garnering so much in-

terest, almost one year later? Because 

sponsors and CROs alike are still ex-

amining the document and discussing 

how best to move forward. The FDA 

realizes there is hesitancy among the 

sponsor community, as it has outlined 

within the document.

In the guidance, which can be 

found at http://1.usa.gov/KlHybS, 

the FDA admits that the traditional 

on-site monitoring visit schedule of 

four to eight-week intervals, with 100% 

source data verification is based on 

industry’s perception that is the FDA’s 

“preferred way for sponsors to meet 

their monitoring obligations.” The FDA 

further explains in the guidance that 

the previous 1988 guidance on monitor-

ing of clinical investigations—which 

has been withdrawn—stated the “most 

effective way” to monitor an investiga-

tion was to “maintain personal contact 

between the monitor and the investiga-

tor throughout the investigation.” But 

as the FDA points out, available means 

of communications between sites and 

sponsors was much more limited in 

1988 than now. It says, there were 

only “limited ways to effect meaning-

ful communication with investigators 

other than through on-site visits.”

What the FDA Expects
The FDA offers in the guidance its 

thoughts on how sponsors should de-

sign their monitoring approach for a 

trial in a rational way. And to that end, 

it identifies the following nine key fac-

tors that sponsors should examine:

•	 Complexity of the study design 

•	 Types of study endpoints 

•	 Clinical complexity of the study 

population 

•	Geography 

•	 Experience of the site staff

•	Use of EDC

•	 Safety of the investigational product

•	 Stage of the study 

•	Quantity of data

The FDA also defines the steps it has 

taken or is taking to further the adop-

tion of risk-based monitoring; and how 

to communicate the monitoring plan 

for the trial, and more. CROs, as usual, 

are not held accountable by the FDA in 

this document. The responsibility for 

oversight of the CROs work remains 

with the sponsor. 

In the meantime, Ken Getz, Senior Re-

search Fellow at Tufts CSDD, who wrote 

a background article on this topic in 

March 2011, http://bit.ly/MdQboz men-

tioned in another event that this move 

to risk-based monitoring could actually 

be used by CROs to lower their own op-

erating costs. Specifically, CROs would 

be able to comply with the risk-based 

approach but provide fewer resources to 

the sponsor since 100% source data veri-

fication would no longer be necessary. 

“CRO’s are always looking to improve 

their operating margins and this may 

afford some downsizing of study moni-

toring infrastructure. If a data collection 

risk is introduced that requires further 

investigation, I imagine that CROs will 

look to primarily use existing resources 

to perform that examination,” said Getz.

ÑLisa Henderson

Editor’s Note: For a video blog on 

this topic, go to http://bit.ly/KRT5m2.

Risk-Based Monitoring Risky for Sponsors?

much heavy lifting remains to be done 

before 2014. 

Overall, the decision to uphold 

the constitutionality of the ACA is a 

major political victory for the Obama 

administration. 

In ruling that the individual man-

date is a legal tax and that individu-

als can decide to pay the tax instead 

of purchasing health insurance, 

Chief Justice John Roberts took a 

step that will intrigue legal schol-

ars and Supreme Court experts for 

years. 

In rejecting the Commerce Clause 

as the basis for expanding health 

coverage, though, the Roberts ruling 

may place significant limits on future 

federal government expansion. Rob-

erts’ decision to side with the liberal 

wing of the court, and oppose his con-

servative allies, most likely will color 

relations on the court for the rest of 

his term. 

The future of healthcare in the 

United States now depends on 

who controls the White House and 

Congress after the November elec-

tions. Republicans have pledged to 

dismantle Obamacare if they win in 

November, and health reform will be 

a prime campaign issue; many Ameri-

cans feel negatively about the mandate 

and other reform provisions. Reform 

advocates won a major battle, but the 

war over healthcare continues.  

ÑJill Wechsler

continued from page 14
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News

C
ost inefficiencies in drug de-

velopment are a major focus of 

discussion, especially with the 

many financial impacts affecting the 

pharmaceutical sponsors. One area in 

the crosshairs is centered right in the 

finance realm—budgeting and con-

tracting for clinical studies. Recently, 

the Tufts Center for the Study of Drug 

Development conducted research on 

this process, which was funded by an 

unrestricted grant from ClearTrial. The 

results were discussed with leading ex-

ecutives at a roundtable last month. 

Ken Getz, Senior Research Fellow at 

the Tufts CSDD, offered that based on 

the research, budgeting and forecast-

ing is a very unsophisticated activity 

and in a very nascent stage.

In developing study budgets, 35% of 

the 31 respondents in the Tufts CSDD 

survey said that function rests with the 

clinical operations department, and is 

also a very decentralized activity. The 

remainder falls to procurement, project 

management, clinical teams, clinical 

finance, and a full 20% falls to “other.” 

Other topics that were surveyed in-

cluded the use of budget planning tools 

and software; formal processes to track 

time to plan the budget; importance of 

said activity; factors that affect study 

budget accuracy; and modifications to 

the study budget.

Similar concerns
Amy Guzman, Associate Director, Clin-

ical Business Planning and Resource 

Management at Biogen Idec, noted 

that the company has had upper level 

management changes, including a new 

CEO. This has changed their overall 

approach to the budgeting process in 

a couple of ways. One is that clinical 

operations were moved into the Devel-

opment Sciences organization aligning 

budget accountability and protocol 

development within that group. “When 

those two things were separated,” said 

Guzman, “it was challenging, as those 

developing the protocol were doing so 

without the full understanding or con-

sideration of the costs.” 

In addition, Guzman notes that the 

company conducts long-range planning. 

However, clinical development plans can 

extend out well into the future, some into 

2025. “During last year’s planning pro-

cess, some executives were seeing total 

clinical program costs, and total study 

budgets for the first time,” she said.

Scott Treiber, Vice President, Global 

Clinical Operations and Medical Affairs 

for Hospira, says the company is largely 

in the generic injectables and consum-

ables for hospitals. Hospira is moving 

some of its generic injectables globally, 

but the overarching goal is toward 

biosimilar development. To that end, 

Hospira is running a large Phase III in 

the United States. So, the company has 

seen trial costs jump from a historical 

point of $5 million to $10 million per 

program, to over $100 million. Treiber’s 

focus has been to find the right vendors 

for the Phase III trial, and to keep the 

budget at a 10% variance. Treiber noted 

that they, too, are tracking from a pro-

gram standpoint, as is Biogen Idec. 

Treiber emphasizes planning and 

feasibility, two areas where there 

hasn’t been sufficient time invested in 

the past. “When you get into complex 

global trials, everybody forgets about 

communication, logistics, and culture. 

And those are to me the driving forces 

behind a successful trial. If you get 

those things right, you’re going to save 

money,” said Treiber.

Clement Popovici, Associate Direc-

tor, Clinical Operations at Takeda 

Global R&D, notes that his company’s 

historical path has led to clinical opera-

tions being responsible for the external 

study budgets. “That’s not every in-

Managing Budgets in Complex Times with 
Tight Variances

e x e c U t i V e  r o U n D t a b l e

continued on page 18  

clement Popovici (left) amy guzman (center), and scott treiber (right) 
participated in a roundtable conversation on the financial aspects of 
clinical trials last month. 
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News

D a t a  a n a ly s i s

dividual’s professional or educational 

background. The expectations, besides 

running the study, now also include 

extensive financial responsibilities re-

garding how to manage the spend over 

the next 12 months.”

The issue of cross-functioning teams 

working on a budget again led Popovici 

to point out the missing financial edu-

cation piece. For example, additional 

functions like pharmacovigilance or 

regulatory departments will need to 

understand the costs of what they are 

outsourcing. Even study design teams 

don’t necessarily understand the cost 

of different tests or procedures being 

considered. “We need to look at this 

as an opportunity to provide a training 

session like “finance and budgeting for 

the non-financial employee” to make 

them accountable and aware that the 

work they’re doing and the work they 

are outsourcing and asking vendors to 

do has a direct impact from the fiscal 

area,” said Popovici.

Data flexibility
Guzman, Treiber, and Popovici were 

clearly on track to improve and manage 

the financial expectations of the studies 

within a 10% budget variance or less. 

But when the topic evolved over to tools 

or software to help the budgeting pro-

cess, it became clear that a dispersed 

situation existed.

While there may be a move to stan-

dardize and/or aggregate data such 

as Oracle, which recently purchased 

ClearTrial, the difficulty for others is 

the ability to have flexibility, and to in-

tegrate and share the data with provid-

ers. And these participants noted that 

passing spreadsheets back and forth is 

not an ideal way to plan or budget.

The Tufts CSDD survey uncovered 

these top four factors that harm study 

budget accuracy:

• Incorrect planning assumptions

• CRO change orders and unplanned 

CRO costs

• Protocol changes

• Study feasibility

Clearly, the ability to share data and 

forecast budgets among internal and 

external collaborators would make the 

job of these executives a bit easier.

—Lisa Henderson

Editor’s Note: ClearTrial offers an on-

demand webcast at www.pharmexec.com/

hospira. 

T
he role of clinical supply chain 

management is changing dramati-

cally. Historically a function that is 

engaged after a study’s clinical opera-

tions strategy has been established, clin-

ical supply professionals are now playing 

a more active role in development, study 

strategy, planning, managing mission 

critical activities, and in forecasting and 

mitigating operating risk. To assess this 

evolving role, the Tufts Center for the 

Study of Drug Development surveyed 

20 senior level executives in large- and 

mid-sized biopharmaceutical compa-

nies. The executives surveyed note that 

forecasting and risk management has 

moved to the forefront of their functional 

responsibilities and as key requirements 

for study success. Ensuring timely de-

livery and availability of supplies and in-

vestigational drugs for study volunteers 

has become far more demanding as 

clinical trials have become globally dis-

bursed and cost pressures have reduced 

study drug overproduction and clinical 

supplies inventory. 

Despite the importance of accurate 

supply forecasting and planning, most 

Supply Chain Management

Source: Tufts CSDD 2012, http://csdd.tufts.edu.

the most demanding clinical supply management requirements. 

continued from page 16  

High Medium Low

Ongoing miss-forecasting

supplies

Field expirations

Stock-out

Changing IVR specs/reports

Losing chain of custody

Country change due to

lack of courier transportation

Managing vendor

chain of custody

0% 20% 40% 60%

respondents report using relatively 

unsophisticated approaches: Excel 

spreadsheets; in-house forecasting 

programs; and commercially-available 

web-based approaches. 

—Tufts Center for the Study of Drug  

Development, http://csdd.tufts.edu.
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Drug Information? 
Forget it!
Proposed rule 
changes on public 
information in  
Europe never make  
it to fruition. 

I
f any managers were worried 

that they might have to divert re-

sources away from clinical trials 

to meet the requirements of new 

European rules on information to the 

public, they can relax. That’s one set 

of rules that is not going to happen 

anytime soon.

Not that this particular legislative 

initiative of the European Union pre-

sented any major threat to the opera-

tion of clinical trials—the connection 

between information to the public 

on prescription medicines and the 

development of new medicines is only 

indirect. But the saga of this ill-fated 

piece of legislation does say some-

thing about the navigational capacity 

of the European Union in the health-

care field—and that is a message that 

no one working in pharmaceuticals 

should ignore.

Background
To start from the end, the conclusion 

of this long-running bid to update EU 

rules on medicines information came 

late in June, at a meeting of EU health 

ministers. Like the chronicle of a death 

foretold, a statement to the ministers 

frankly admitted “widespread skepti-

cism among member states towards 

these proposals originally presented in 

December 2008.”

The statement came from the Dan-

ish health ministry. Denmark has 

presided over meetings of EU minis-

ters since the beginning of this year, 

taking its turn in the EU’s bizarre 

rotating chair, which gives a differ-

ent member state the privilege—or 

purgatory—every six months. It went 

on to note that, in its role as the presi-

dency, instead of immediately accept-

ing defeat, it had “decided to explore 

possible ways of taking the proposals 

forward through bilateral consulta-

tions with member states.” Eventually, 

bilateral consultations were carried 

out across nearly all the 27 member 

states. But, as the statement con-

cludes, “the presidency was not able 

to identify common ground.”

The health ministers meeting could 

do no more, in these circumstances, 

than to pronounce the proposal 

clinically dead. Its passing will not be 

widely lamented. 

From the moment the European 

Commission published its proposal, 

there was sharp criticism from nearly 

all sides. 

The European pharmaceutical in-

dustry saw risks of additional bureau-

cracy and cost in provisions to control 

product information more closely. 

Associations representing consum-

ers and patients—and the majority of 

the European Parliament—claimed 

it represented a charter for direct-

to-patient advertising of prescription 

medicines, which remains a taboo 

subject in Europe. And national gov-

ernments feared it would generate 

huge amounts of work for very little 

constructive result. Even a late-2011 

rejig of the proposals to placate critics 

(and an emergency re-presentation of 

them in early 2012) failed to win suf-

ficient support.

Unwanted from the start
The question that this shambles pro-

vokes is why the European Commis-

sion came up with a proposal that, in 

the end, nobody wanted. 

It was Günter Verheugen, the then-

European Commissioner responsible 

for industry, who proposed it in the 

first place. His strong sympathies for 

industry in general were long evident, 

not least in his open support for the 

car industry, particularly the big-car 

manufacturers in his native Germany. 

When Verheugen’s term of office came 

to an end in 2010, responsibility for 

the pharmaceutical industry did not 

pass to his successor, the new industry 

commissioner Antonio Tajani. Instead, 

in a re-allocation of responsibilities 

that delighted health activists across 

Europe, pharmaceuticals were shifted 

across from the industry portfolio to 

the health department within the Com-

mission—which had just become the 

responsibility of Health and Consumer 

Affairs Commissioner John Dalli. 

Modified proposal 
Dalli hesitated slightly at the taste of 

the poisoned chalice that had been put 

in front of him, but instead of dashing 

it to the ground as undrinkable, he 

The saga of this ill-fated piece of legislation says 
something about the navigational capacity of 
the European Union in the healthcare field.
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promised to listen to a wide range of 

views before deciding what to do. It 

took the best part of a year before the 

European Parliament came up in late 

2010 with its damning assessment of 

the proposal—claiming that it was bi-

ased far too much in favor of industry 

and far too little in favor of patients. 

Dalli promised to take account of the 

Parliament’s views, which he did very 

largely, in his recast of the propos-

als—but it took him another year to 

get around to that. In addition, when 

he published his modified proposal in 

late 2011, he chose to link it with an-

other proposal, on pharmacovigilance, 

which had been rapidly drafted during 

the year to plug gaps in the EU drug 

monitoring system exposed by the 

Mediator scandal in France. 

The modified proposal enjoyed no 

more success than its predecessor. 

It was still widely criticized, and—

critically—it was shunned by national 

governments. 

In fact, so unenthusiastic were 

governments that they more or less 

demanded that it should be stripped 

away from the pharmacovigilance 

proposal—which they considered im-

portant and urgent—and relegated to 

a lower priority. 

Dalli duly complied with this, and 

in March this year he re-presented 

both the pharmacovigilance proposal 

and the information proposal as sepa-

rate measures. 

Since then, agreement has been 

reached on the pharmacovigilance 

proposal among national govern-

ments, the European Parliament, and 

the European Commission (in record 

time in EU terms). But the informa-

tion proposal lingered on, unloved and 

unattended, and has only now, merci-

fully, been given the last rites and 

duly buried.

It has wasted a lot of time for a lot 

of people with many other more im-

portant things to do. It has illustrated 

a serious lack of political sensitivity 

among the officials that proposed it, 

and among the officials who subse-

quently declined to recognize that it 

was dead in the water. 

And it has offered further unwel-

come evidence of the inefficiency of 

the EU’s legislative machinery. On 

top of that, if there were any problems 

with the provision of information about 

medicines (and few would maintain 

that there are not), those problems are 

no nearer to a solution now than they 

were back in 2008 when the proposal 

first emerged.

Dalli’s recipes
Anyone wishing to know how firm is 

the commission’s strategic grasp on 

healthcare need only glance at the 

pronouncements of Health Commis-

sioner John Dalli. 

He admitted in a recent speech 

that “The European Union is going 

through a challenging period: we are 

fighting a long and deep fiscal and 

economic crisis. At the same time, 

the aging of our society puts addi-

tional strain on our healthcare sys-

tems, and health inequalities are wid-

ening.” He said that these challenges 

can be met only by “an inspired vision 

for healthcare.” 

The growth in healthcare expen-

diture in the European Union, driven 

by increasing life expectancy, higher 

citizens’ expectations, and technologi-

cal innovation, “is unsustainable in 

the long run,” Dalli recognized. “We 

therefore face a double challenge. We 

need to contain costs, starting now, 

while building modern, responsive, 

and sustainable health systems fit for 

the future,” he observed, before set-

ting out his “personal vision” of how 

to respond. 

Dalli’s credo has, he says, three 

key elements. The first is sustain-

ability and affordability. “Our health 

systems must—and can—become 

more cost-effective. We can provide 

better care at lower cost. The key is 

to use the vast potential of innovation 

in products and services. Innova-

tion is not just a cost driver. If used 

intelligently, it can bring down costs 

significantly.”

High on his list of mechanisms for 

achieving this goal is the search for 

a common methodology for health 

technology assessments. Another is 

improving adherence to treatment 

regimes—particularly among older 

patients; Dalli says that at present only 

79% of patients take their “once daily” 

dose, and only 51% of patients required 

to take four per day actually do so. 

And he places great reliance on the 

prospects for e-health.

The second element is availability 

and universal access. He says he is de-

termined to fight “the growing health 

inequalities in Europe,” emphasizing 

that universal access to necessary 

healthcare is indispensable. One of 

the initiatives he has taken in relation 

to pharmaceuticals is to start an in-

quiry into why smaller markets some-

times suffer from lack of availability 

of some medicines.

The third element consists of a com-

bination of quality and safety. “The 

healthcare that patients receive in the 

European Union must be of the high-

est quality, and it must be safe,” Dalli 

says—citing the new pharmacovigi-

lance legislation and efforts to combat 

falsified medicines as examples of 

what he is doing.

Unfortunately, on the one subject 

of most interest to readers of Applied 

Clinical Trials, he has revealed little 

of what is planned for the impending 

review of the EU clinical trials rules. 

But there is talk in Brussels that the 

long-awaited proposal may emerge in 

July. Watch this space! ❏

John Dalli has revealed little of what is  
planned for the impending review of the EU 
clinical trials rules. 

ES91933_ACT0712_021.pgs  07.04.2012  01:38    ADV  blackyellowmagentacyan



22    Applied CliniCAl TriAlS   appliedclinicaltrialsonline.com July 2012

To see more Clinical Trial Insights articles, visit 

appliedclinicaltrialsonline.com

Clinical Trial Insights

Kenneth A. Getz

MBA, is a Senior Research

Fellow at the Tufts CSDD

and Chairman of CISCRP,

both in Boston, MA, email:

kenneth.getz@tufts.edu

Flying Blind on CRA 
Workload, Time Demands 
Despite their growing
role, little benchmark 
management data, 
until now, existed on 
global study monitors.

S
tudy monitors—or clinical 

research associates (CRAs)—

are on the front line of clinical 

trials. They are the vital link 

between the project team and profes-

sionals conducting the study and 

recruiting patients. From building and 

maintaining rapport with investigative 

site personnel to making sure that 

study staff are adhering to the proto-

col; from ensuring data quality and 

integrity to protecting the safe and 

ethical treatment of study volunteers, 

CRA workload and time demands are 

intense and they are growing.

Increasingly complex protocols 

and the rising volume of internation-

ally disbursed clinical trials among 

less experienced investigative sites 

are but a few of the drivers of CRA 

workload. In addition, recent studies 

show that the majority of sponsor 

companies conservatively interpret 

regulatory guidelines and require 

their CRAs to conduct 100% source 

data verification. 

Concerns about the unprecedented 

demands on CRA workload and the 

possibility of potential lapses in study 

oversight and clinical data quality 

and integrity have prompted the FDA 

to issue draft guidance, and the EMA 

to issue a reflection paper, promoting 

a risk-based approach to study moni-

toring. These concerns, however, 

lack basic metrics characterizing 

CRA workload and time utilization. 

In fact, no benchmarks or standard 

methods have ever been developed 

to evaluate CRA work and time 

demands. Sponsors and CROs are 

maintaining internal management 

metrics, but they’re f lying partially 

blind without insight from compari-

sons with external benchmarks. 

To address this need, the Tufts Cen-

ter for the Study of Drug Development 

(Tufts CSDD) conducted a quantita-

tive assessment to gather metrics on 

how CRA time is allocated, how work-

load is apportioned, and to establish 

baseline data from which to measure 

the impact of regulatory reforms and 

new practices. 

A working group of 18 mid-sized 

and large pharmaceutical, biotech-

nology, and CRO companies partici-

pated in the study. These companies 

distributed an online survey to 

11,156 CRAs operating throughout 

the world. Completed surveys from 

3,970 CRAs—nearly all (94%) are 

employed as full time study moni-

tors—were analyzed. Seven out of 

10 respondents (2,763) were CRAs 

employed by CROs, and pharmaceu-

tical and biotechnology companies 

employed 26% (1,030) of respon-

dents. Staffing agencies employed 

the remainder. 

A detailed report on this study is 

available from Tufts CSDD. 

Average age and experience
Survey respondents monitored clinical 

trials across a broad range of therapeu-

tic areas including oncology, cardiovas-

cular, CNS, and endocrine disorders. 

Most respondents (83%) monitored 

Phase II and Phase III studies and the 

remainder focused on Phase I studies. 

CRAs have been monitoring clini-

cal trials in their primary therapeutic 

areas of focus an average of 6.3 years. 

Wide differences in experience level 

were observed with US-based, Cana-

dian, and Western European CRAs 

having the highest average experi-

ence—8.6 years, 8.9 years, and 6.5 

years respectively. CRAs based in 

Asia/Pacific, Latin America, and East-

ern Europe had significantly lower 

levels of experience than their peers 

based in more mature global markets. 

Workload
CRA workload was measured on a per 

month basis across several dimen-

sions including: 

•	Number of protocols for which 

patients are actively participating but 

have not yet completed their last visit 

•	Number of “planned” investigative 

sites for which the study monitor has 

yet to conduct a site initiation visit 

•	Number of “activated” investigative 

sites for which the CRA has already 

completed a site initiation visit, and 

the site is actively screening and 

enrolling study volunteers 

•	Number of active study subjects 

under CRA oversight 

•	Number of site monitoring visits. 

For Phase I studies, each month 

CRAs conduct on average 3.8 site 

monitoring visits; oversee an average 

of 2.0 protocols; 2.9 planned and 3.1 

activated investigative sites; and 21.3 

active study volunteers. 

For Phase II-III studies, the average 

workload per month was 3.5 protocols; 

5.8 planned and 8.9 activated investi-

gative sites; and 61.9 active study vol-

unteers. CRAs supporting Phase II-III 

studies conduct an average of 7.9 site 

monitoring visits each month.
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Regional workload differences were 

observed, particularly in Phase II-III 

studies. CRAs based in Canada and 

Latin America conduct a significantly 

higher relative number of site monitor-

ing visits per month. 

US-based and Western European 

CRAs monitored a relatively higher 

average number of activated sites. 

CRAs in Asia/Pacific had signifi-

cantly lower workloads across all 

dimensions. 

Utilization
CRA utilization was measured in hours 

per month. Study monitor time was al-

located across five broad categories: 

•	 Time traveled to meetings and in-

vestigative site monitoring visits 

•	 Time devoted to administrative 

tasks such as timesheet comple-

tion, expense reporting, travel 

planning, paperwork filing, letter 

and e-mail writing, and scheduling 

appointments 

•	 Time dedicated to training and pro-

fessional development 

•	 Time spent on off-site monitoring 

activities including preparation for 

site visits, remote data monitoring; 

report writing; and follow-up after 

site visits have been conducted

•	 Time spent physically at the investiga-

tive site conducting a monitoring visit

Overall, CRAs spend a total of 165 

hours each month managing their 

responsibilities. Four out of every 

10 hours (41%) are spent on-site con-

ducting monitoring visits. Approxi-

mately 22% of total CRA time—36 

hours on average per month—is 

spent on off-site monitoring activi-

ties. Eighteen percent of total CRA 

time is spent traveling to meetings 

and monitoring visits. Administra-

tive tasks and training make up the 

remaining 19% of total CRA time at 22 

and nine hours respectively.

CRAs employed by pharmaceutical 

and biotechnology companies work 

an average of 14 hours more than do 

those employed by CROs. Sponsor-

employed CRAs spend more time 

conducting on-site monitoring visits, 

performing off-site monitoring, and 

administrative tasks each month. 

CRAs employed by CROs spent more 

time traveling each month.

Wide variations in time utilization 

were observed across geographic 

regions. North American-based 

CRAs spend significantly more time 

performing their responsibilities: 

US-based CRAs spend 178 hours on 

average each month; and Canadian 

CRAs spend 171 hours on average 

each month. US- and Canada-based 

CRAs spend the highest relative time 

conducting on-site monitoring visits 

every month. US-based CRAs also 

spend the highest relative amount of 

time traveling. 

CRAs in Western and Eastern 

Europe spend the least relative aver-

age total time per month performing 

their responsibilities. Asia/Pacific 

CRAs also spend significantly fewer 

hours performing on-site monitoring 

visits than do their North American 

colleagues. Western European CRAs 

spend 45% fewer average hours travel-

ing than do their peers based in the 

United States. 

Flying with benchmarks 
The Tufts CSDD study provides 

baseline metrics that managers in 

pharmaceutical, biotechnology, and 

CRO companies can use to benchmark 

the workload and utilization of their 

study monitors. These metrics show 

that global CRAs spend 60% of their 

time conducting on-site monitoring 

visits and traveling to and from these 

visits. The results of this study show 

that North American CRAs work the 

longest hours and allocate more time 

to on-site monitoring and travel than 

do their peers in other regions around 

the world. 

Many factors influence the amount 

of time that CRAs spend on-site in-

cluding the volume of source data 

to review, protocol and recruitment 

complexity, the number of subjects 

enrolling in the study and the pace 

of enrollment, and investigative site 

experience. It is impossible to deter-

mine from this study whether 40% of 

the time spent in face-to-face interac-

tions, on location, with site person-

nel is sufficient. Tying this baseline 

metric to quality and performance 

measures will serve as a useful 

benchmark for future comparisons, 

particularly when changes in on-site 

monitoring practices including new 

risk-based monitoring approaches 

are implemented.

Tracking change
The roles and responsibilities of 

study monitors are expected to evolve 

substantially over the next several 

years due to a number of factors in-

cluding the adoption of new technol-

ogy solutions (e.g., electronic health 

records), the changing global operat-

ing environment and infrastructure 

for conducting clinical trials, and 

regulatory pressures to move to a 

risk-based monitoring approach. 

Pharmaceutical, biotechnology, and 

CRO companies also face unrelenting 

pressure to lower clinical develop-

ment costs and improve efficiency. 

The baseline metrics from the Tufts 

CSDD study offer regulators and 

sponsor and CRO companies the op-

portunity to quantitatively assess the 

impact of new reforms and practices 

on CRA workload and utilization. 

Ultimately, more informed CRA 

management better ensures data qual-

ity and integrity, the safe and ethical 

treatment of study volunteers, proto-

col adherence, and more successful 

site performance. ❏

CRAs spend four out of every 10 hours 
conducting monitoring visits and 18% of 
total time traveling.
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PEER
REVIEWED

Developing 
Quality 
Biosimilars

Biosimilars are a steadily growing 
new field of biopharmaceutical 
development and clinical research.

Carsten Brockmeyer and  

Gillian Woollett
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B
iological medicines (biologics) 

are drugs derived from living 

cells. They have been used in 

medicine for centuries. With 

the advent of recombinant DNA 

technology in the late 1970s and early 

1980s, recombinant human therapeutic 

proteins emerged as a new source of biological 

medicines in the necessary amounts for routine 

therapy. Before that, therapeutic proteins such 

as insulin, somatropin, interferons, and blood 

factors could only be sourced from animal tis-

sues, human body fluids, or cadavers. In some 

cases, such as epoetin and colony stimulating 

factors (G-CSFs), recombinant DNA technol-

ogy made it possible to produce these medi-

cines for the first time. Monoclonal antibodies 

derived from mice hybridoma cells were first 

developed in 1975, but failed as therapeutic 

proteins due to their excessive immunoge -

nicity given that they were essentially mouse 

xenoproteins. In the 1990s, the first chimeric 

and humanized recombinant monoclonal an-

tibodies, such as rituximab, inf liximab, and 

trastuzumab, became available. Since then, 

the number of approved recombinant therapeu-

tic proteins has expanded greatly, and many 

of these products soon reached blockbuster 

status. Today’s global sales of recombinant 

therapeutic proteins are above $130 billion, 

and these sales are expected to grow at least 

twice as fast as those of small molecule drugs. 

It is anticipated that by 2016, eight of the top-

10 selling drugs will be recombinant 

proteins—of these, five (Humira®, Avas-

tin®, Rituxan®, Prolia®, and Remicade®) 

are monoclonal ant ibodies, and one 

(Enbrel®) is a fusion protein contain-

ing antibody components. The others 

are hormones (Lantus®, Epogen®/Pro-

crit®). The key patents protecting many 

of the recombinant human proteins already 

have (EU), or soon will (US) expire, and from 

2013, the first monoclonal antibodies will start 

losing their patent protection.

Evolving global biosimilar experience
Biosimilars represent a slowly emerging, but 

steadily growing new field of pharmaceutical 

biotechnology, analytical development, and 

clinical research. Their development requires 

a fundamentally di f ferent approach to that 

used for originator biopharmaceuticals, and 

analytical design becomes particularly critical. 

Meanwhile, regulatory authorities are work-

ing in each of their jurisdictions, but also col-

lect ively worldwide, on the development of 

guidance documents for biosimilar medicines. 

However, despite the recognition of the need 

for global harmonization of pharmaceutical 
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standards, at least three dif ferent approaches for the 

development of biosimilars are observable (Figure 1). In 

the following  discussion, each of these approaches will 

be reviewed in the context of an evolving global biosimi-

lar market. 

EU biosimilars
Europe was the first highly regulated 

region where patents for recombinant 

protein drugs started to expire from 

2000 on. The European Union (EU) has 

been in the forefront of biosimilar regu-

lation since 2001, when the revisions to 

the EU laws governing pharmaceuticals 

created a pathway for the approval of bi-

osimilar versions of biologics. The Euro-

pean Medical Evaluation Agency (then 

known as EMEA, now EMA) began 

soon after with the issuance of three 

over-arching biosimilar guidelines,1 de-

scribing general requirements; quality; 

and non-clinical and clinical develop-

ment, before they then issued product 

class specific guidelines for the non-

clinical and clinical data requirement 

for insulin, somatropin, epoetin, G-CSF, 

interferon-alfa, and LMWH (Table 1). 

Many EU biosimilar guidelines includ-

ing the Guideline on Similar Biological 

Medicinal Products, the Guideline on 

Non-clinical and Clinical Issues, and 

the Guideline on Quality Issues are cur-

rently under revision to integrate and 

update the documents based on the ex-

perience gained with the approval of the 

first biosimilars in the European Union 

(Table 2). Furthermore, draft guidelines 

for interferon beta, Follicle Stimulation 

Hormone, and biosimilar monoclonal 

antibodies have been published and 

the public comments received are now 

under review. Based on the successful 

experiences with the biosimilar regu-

lations in the European Union, other 

highly regulated markets such as Japan, 

Canada, and Australia have adopted 

similar approaches, and approval of a bi-

osimilar based on an EU biosimilar data 

set and, in some cases, dossier in these 

countries would require only limited ad-

ditional efforts.

EU approach to biosimilars
First and foremost, a biosimilar is a 

biologic. As such, biosimilar medicines 

in the European Union must be manufactured following 

the same quality standards as for all other medicines (e.g., 

compliance with EU/ICH guidelines for process develop-

ment and analytics, GMP, GLP, and GCP). EU regulatory 

Source: mateja urlep

Figure 1. Europe has been leading the way in biosimilar standards 
since 2001.

Europe

Introduction of
biosimilar pathway
in 2004/5

Following the EU
approach (Japan,
Australia, and 
Canada)

Introduction of the
351(k) pathway for
biosimilars in 2010

Follow own local
standards (e.g., Brazil,
India, China, Russia,
Korea, and others)

These standards
alone are not sufficient
for approval in high-
regulated markets

Many countries will
consider WHO 2009
biosimilar guideline

Requires preclinical and
clinical studies

Extrapolation possible

FDA can grant
substitutability, criteria
still to be defined

Require preclinical
and clinical studies

Extrapolation possible

EU authorities
can not grant
substitutability

Other high-
regulated
Markets

United States
Emerging
Markets

Evolving Global Standards For Biosimilars

EU Biosimilar Development Guidelines

Overarching Guidelines

Guideline on similar biological medicinal products (EMA/CHMP/437/04)

Guideline on similar biological medicinal products containing biotechnology derived 
proteins as active substance: Quality issues (EMA/CHMP/BWP/49348/2005)

Guideline on similar biological medicinal products containing biotechnology 
derived proteins as active substance: Non-clinical and clinical issues (EMA/CHMP/
BWP/42832/2005)

Product Specific Guidelines Effective Date

epoetin CHMP/BMWP/301636/08 Sept 2010 (1st revision)

LMWH CHMP/BMWP/118264/07 October 2009

r-IFN alfa CHMP/BWP/102046/06 April 2009

r-G-CSF CHMP/31329/05 June 2006

r-human insulin CHMP / 94528/05 June 2006

somatropin CHMP/94528/05 June 2006

monoclonal antibodies Draft guideline Finalization 2012

r-FSH Draft guideline Comments by May 2012

r-IFN beta Draft guideline Comments by May 2012

Source: carsten Brockmeyer and gillian Woollett

Table 1. The EMA began its biosimilar regulations with general 
requirements, quality, and non-clinical and clinical development  
standards, before issuing product class specific guidelines.
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Regulatory

authorities also perform regular inspections of the manu-

facturing sites. A biosimilar, according to the EU defini-

tion, is a medicine which is similar to a biologic that has 

already been authorized in the European Union. The active 

substance must be similar to the one in the reference bio-

logic. Studies comparing the biosimilar and the reference 

product have to be carried out systematically in a step-by-

step manner, starting with a comparison of the quality of 

the two products, both at the active substance and at the 

drug product level. The submission for marketing approval 

of a biosimilar requires a complete, standalone CMC pack-

age as described by Module 3 of the Common Technical 

Document (CTD). This includes an extensive analytical 

characterization of the active substance and the drug 

product. General test procedures and acceptance criteria 

for characterization and quality control of biopharmaceuti-

cals are described in ICH Q6B.2 In addition, the so-called 

comparability exercise3—a data package that is included 

in a separate chapter of the filing—has to be provided on 

top of the characterization studies. The importance of the 

quality comparability exercise cannot be overstated. It 

builds the backbone of each comparability-based regula-

tory submission. A successful CMC comparability exercise, 

demonstrating that the two products are comparable (or in 

US terminology highly similar), can provide the basis for a 

significantly reduced pre-clinical and clinical testing pro-

gram (Figure 2) (this is yet to be confirmed in the United 

States but is fundamental to the concept of an abbreviated 

pathway and therefore will always be necessary even if not 

sufficient). Based on the CMC comparability exercise, a 

hypothesis is generated that the two products are similar, 

and it is therefore not necessary to repeat the full preclini-

cal and clinical program of the reference biologic. The FDA 

has expressed this in terms of it not being necessary for 

the biosimilar sponsor to re-establish the safety, purity, and 

potency of the active moiety, but just to confirm biosimi-

larity, and indeed this is specified in the US Statute.4 The 

CMC comparability exercise also forms a cornerstone for 

extrapolation between indications; in this case the indica-

tions must share the same mechanism-of-action. 

Quality CMC comparability. Every biologic medicine has 

a certain degree of batch-to-batch variability. The active 

ingredients of recombinant protein drugs are produced in 

a complex multi-step process, including culture of living 

cells, protein purification, formulation, storage, and distri-

bution. The degree of protein heterogeneity depends on 

Revisions

Effective Date of 

First Version Guideline Topics to be Considered in First Revision

2004
CHMP/437/04 Guideline on Similar Biological 
Medicinal Product (overarching guideline)

•   Clearer explanation on the principles of biosimilarity. 
•   Clarification on terminology. 
•   Feasibility to follow the generic legal basis for some 

biological products.
•   Clarification on differences in pharmaceutical form, strength, 

and route of administration.

2005

EMA/CHMP/BMWP/42832/2005 Guideline 
on Similar Biological Medicinal Products 
containing Biotechnology-Derived Proteins 
as Active Substance: Non-Clinical and  
Clinical Issues

• Clarifications on non-clinical studies: 
  - Reduction (3 R’s)
  - Risk-based approach 
  - In-vitro testing 
  - Prior knowledge
  - Relevant species 
•  Clarifications on clinical study requirements: 
  - PD markers and surrogate endpoints 
  -  Trial design (non-inferiority vs. equivalence) 
  - Extrapolation of indication 
  - Immunogenicity trial design

Other EU Biosimilar Guidelines Under Revision in 2012:

2005
EMA/CHMP/BWP/49348/2005 Similar biological medicinal products containing biotechnology-derived proteins 
as active substance: quality issues

2006
EMA/CHMP/BMWP/118264/2007 Guideline on Similar Biological Medicinal Products containing Recombinant 
Human Insulin

2009
EMA/CHMP/BMWP/32775/2005 Guideline on Similar Biological Medicinal Products Containing Low-Molecular-
Weight Heparins

Source: carsten Brockmeyer and gillian Woollett

Table 2. The biosimiliar guidelines are under revision in 2012.
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the cell culture manufacturing process, stability, storage, 

and transport conditions of the biologic drug, as well as the 

nature of the active biologic moiety itself. Schiestl et al.5 

have recently shown analytical data on the acceptable lev-

els of batch-to-batch variability within originator batches 

of Aranesp®, Rituximab®, and Enbrel®. It is the aim of the 

quality CMC comparability exercise to demonstrate that 

the degree of heterogeneity is not significantly different be-

tween the biosimilar and the reference biologic. However, it 

is not expected that the two products are identical. Minor 

differences are acceptable, if justification can be provided, 

that these differences have no inf luence on the clinical 

activity (safety and efficacy in Europe; safety, purity, and 

potency in the United States). Justification of minor differ-

ences may rely on supplementary bio-

physical, or in-vitro studies; for some 

differences, it may require specifically 

designed in-vivo, toxicology, pharmaco-

kinetic (PK)/ pharmacodynamic (PD) 

or clinical studies. 

Generally, a physicochemical com-

parability program will include a de-

termination of the primary structure, 

composition, and physical properties 

of the two products. The amino acid 

sequence should be confirmed by ap-

propriate methods. The variability of N- 

and C- terminal amino-acid sequences 

should be analyzed. Free sulphydryl 

groups and disulfide bridge integrity 

should be described. The distribution 

and structure of the glycan structures 

should be determined. Higher-order 

structure, biophysical, and biological 

properties of the products should be 

characterized by appropriate method-

ologies. For monoclonal antibodies, an-

tigen binding, epitope specificity, bind-

ing to Fc receptors, and complement 

factors should be evaluated. Finally, a 

battery of in-vitro potency assays (e.g., 

tests for ADCC, CDC, and apoptosis), 

should complement the physicochemi-

cal and biophysical comparability exer-

cise. Table 3 shows frequently employed 

methods for higher-order structure and 

in-vitro pharmacology.

The comparability exercise should 

be conducted as a head-to-head com-

parison of the two products, namely the 

biosimilar and the originator reference, 

if the performance of the assays allows 

it. Some of the highly sophisticated ana-

lytical methods may only be applicable to the purified active 

ingredient, since the non-active constituents of the formula-

tion may interfere with the assay. The revised version of 

the over arching EU biosimilar quality guideline will also 

provide guidance on this topic. 

Non-clinical in-vivo studies. Results from the physicochemi-

cal, biophysical, and in-vitro biological comparability stud-

ies should be reviewed for potential impact on efficacy and 

safety. If animal studies are determined to be necessary for 

further confirmation of biosimilarity, such studies should 

be performed in a relevant species. Where possible, PK 

and/or PD effects relevant to the clinical application should 

be investigated. At least one repeat dose toxicity study, in-

cluding toxicokinetic measurements and determination of 

Higher Order Structure and In-Vitro Comparability Methods

Parameter Attribute Methods 

Higher order structure
Secondary and tertiary 
structure

•   CD spectroscopy
•  Differential scanning calorimetry
•  H-D exchange
•  FT-IT
•  Fluorescence

In-vitro pharmacology 
and biological  
characterization

Receptor binding, 
up-take assays, signal 
transduction, and 
potency bioassays

•  ELISA
•  Plasmon resonance 
•  Isothermal titration calorimetry
•  Fluorescence anisotropy 
•  ADCC, CDC, apoptosis
•  Other cell based assays

Source: carsten Brockmeyer and gillian Woollett

Table 3. Frequently employed methods for higher-order structure and 
in-vitro pharmacology.

Source: carsten Brockmeyer and gillian Woollett

Figure 2. It has become expected that for biosimilarity and 
extrapolation the mechanism of action must be known.

Extrapolation
of Indications

RMP &

Pharmacovigilance

Pivotal Clinical Study

Safety & Efficacy

Clinical Bioequivalence

Preclinical Bioequivalence

Standalone CMC part and

comparability exercise: physicochemical,

biophysical, and biological characterization

Biosimilar Development Sequences
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antibody titers, including cross reactivity and neutralizing 

capacity, should be performed. Toxicity of monoclonal anti-

bodies is mainly target related. For a biosimilar monoclonal 

antibody, it may be acceptable to perform the toxicity study 

as a single arm, non-comparative, one gender study. This 

topic will be further addressed in the final biosimilar mono-

clonal antibody guideline. Local tolerance can be addressed 

in the same repeat dose toxicity study. Other routine toxi-

cological studies, which are normally required for the de-

velopment of a novel biologic, such as safety pharmacology, 

reproduction toxicology, mutagenicity, and carcinogenicity 

studies are not required for similar biological medicinal 

products in the European Union.

Clinical comparability studies. A clinical comparability ex-

ercise has been expected for European biosimilars to date, 

but the extent of the data required has varied considerably 

even for biosimilars made by different sponsors to the 

same reference product.6 These studies should begin with 

PK and PD studies followed by clinical efficacy and safety 

trial(s) or, when validated surrogate parameters for clinical 

endpoints are available, PK/PD studies for demonstrating 

clinical comparability. Dose finding studies are generally 

not required for biosimilars. In certain 

cases, where validated surrogate PD 

parameters exist, comparative PK/PD 

studies between the similar biological 

medicinal product and the reference 

medicinal product may be sufficient 

to demonstrate clinical comparability. 

According to the EU product specific 

biosimilar guidelines, the case for in-

sulin and filgrastim, and indeed a bi-

osimilar filgrastim, has been approved 

on this basis. The European Union 

has yet to approve a biosimilar insulin. 

Clinical comparability margins should 

be predefined and justified based on 

ICH topic E10.7 For a biosimilar and 

the reference biologic, the same dose 

needs to result in the same effect, and 

in many cases not only a lower margin 

but also an upper margin for the equiva-

lence studies needs to be defined. One 

big advantage of pursuing the develop-

ment of a biosimilar over a standalone 

biologic in the European Union is the 

opportunity to extrapolate to other indi-

cations. For a biosimilar, it is not neces-

sary to demonstrate comparable safety 

and efficacy in every indication. The 

sponsor of a biosimilar development 

program should carefully select the in-

dication, patient population, and dosing 

regimens for the pivotal Phase III study. These parameters 

need to be based on sensitivity for expected side effects 

and potential dose-efficacy differences, and regulators will 

likely require this justification by the sponsor. Based on the 

demonstration of comparable safety and efficacy in a care-

fully designed pivotal Phase III trial, other indications of the 

reference biologic can be approved if they share the same 

mechanism of action (Figure 2). Unlike the use of compara-

bility for the support of manufacturing changes where the 

mechanism of action does not need to be known for extrapo-

lation between indications, it has become expected that for 

biosimilarity and extrapolation, the MOA must be known. 

This is one area where the use of the same standard does 

not apply in Europe to all biologics, and likely will not in 

the United States either. Immunogenicity has been a major 

concern for all protein drugs, irrespective of whether they 

are originator or biosimilar, and at least 12-month immu-

nogenicity data will be required pre-authorization for most 

chronically administered biosimilars. Traditionally, these 

studies have not had to be repeated after manufacturing 

changes, even though the most oft-cited case of an immuno-

genicity problem8 was with just such a situation.

Development Programs

Name Substance

Marketing 

Authorization 

Holder Outcome Date

Omnitrope® somatropin Sandoz Approval Apr-06

Valtropin® somatropin BioPartners Approval Apr-06

Alpheon® interferon alfa-2a BioPartners Refusal Jun-06

Epoetin afa Hexal®

Binocrit®

Abseamed®

epoetin alfa
Hexal
Sandoz
Medice

Approval Aug-07

Silapo®

Retacrit®
epoetin zeta

Hospira
Stada

Approval Dec-07

Insulin Marvel®

Insulin Long Marvel® 
Insulin 30/70 Mix Marvel®

soluble insulin
isophane insulin
biphasic insulin

Marvel Withdrawal Jan-08

Tevagrastim®

Ratiograstim®/ 
 Filgrastim Ratiopharm®

Biograstim®

filgrastim
Teva
Ratiopharm
CT

Approval Sep-08

Filgrastim Hexal®

Zarzio®
filgrastim

Hexal
Sandoz

Approval Feb-09

Biferonex® interferon beta 1a Biopartners Refusal Feb-09

Nivestim® filgrastim Hospira Approval Jun-10

Epostim® epoetin alfa
Reliance 
GeneMedix

Withdrawal Apr-11

Source: carsten Brockmeyer and gillian Woollett

Table 4. Biosimilar development programs submitted for marketing 
approval at EMA.
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One outstanding issue recognized as critical in all the 

highly regulated markets is the challenge facing biosimilar 

sponsors: the appropriate choice of the reference product. 

Each biosimilar law only applies to the jurisdiction for which 

it is written. The way most are configured states that the 

reference product has to have been approved in the same ju-

risdiction to be available as a reference 

for a biosimilar. And it is the label on 

the product that determines its approval 

status, rather than what is in the vial 

itself. Thus many of the head-to-head 

studies expected for a biosimilar may 

have to be repeated with locally-labeled 

reference product (even if the source of 

all the reference product in the world is 

a single factory). It is not clear how this 

will be managed and whether the bridg-

ing of reference products in dossiers for 

different jurisdictions will be allowed, 

which would enable a single global de-

velopment program for a biosimilar. Ab-

sent some resolution, the need to repeat 

studies will hamper any economies of 

scale otherwise expected for the biosimilar. Given that origi-

nator products can now be developed for a global market, 

this would be particularly unfortunate.

Risk management program and pharmacovigilance. As re-

quired in general for all recombinant protein drugs, the 

sponsor should provide a risk management program (RMP) 

Definitions

ICH Q5E 

Definition of Comparable

BPCIA 

Definition of Biosimilar

A conclusion that products have highly similar 
quality attributes before and after manufac-
turing process changes and that no adverse 
impact on the safety or efficacy, including 
immunogenicity, of the drug product occured. 
This conclusion can be based on an analysis 
of product quality attributes. In some cases, 
nonclinical or clinical data might contribute 
to the conclusion.

•  The biological product is highly 
similar to the reference product 
notwithstanding minor differences 
in clinically inactive components

•  There are no clinically meaningful 
differences between the biological 
product and the reference product 
in terms of the safety, purity, and 
potency of the product.

Source: IcH Q5e and BPcIa

Table 5. Comparable and biosimilar are the same as a matter 
of  science.
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and pharmacovigilance plan at the time of submission of a 

biosimilar marketing authorization dossier, in accordance 

with current EU legislation and pharmacovigilance guide-

lines. Any specific risk identified during development of the 

biosimilar must be taken into account. In the case where 

specific safety monitoring is required for the reference 

product or class, this must be considered also for the bi-

osimilar. In many cases, at least one Phase IV study will be 

part of the RMP.

Experience with EU biosimilar approvals. Omnitrope® (so-

matotropin) was the first biosimilar recombinant protein 

approved in the European Union in 2006. The first bi-

osimilar glycoprotein was epoetin alfa, approved in 2007, 

it is marketed under three names: Binocrit®, Epoetin alfa 

Hexal®, and Abseamed®. Just as is the case for small mol-

ecule generics, biosimilar companies submitted multiple 

applications with different names for one development pro-

gram. In the future, only one marketing authorization per 

development program will be allowed per company. So far, 

10 different development programs for somatropin, epoetin, 

filgrastim, and insulin have been submitted to the EMA, 

comprising 19 product names. Seven programs have been 

approved (Table 4). Two applications (interferon alfa and in-

terferon beta 1a) have been rejected, and two other applica-

tions (insulin and epoetin alfa) have been withdrawn. This 

suggests that the same rigorous standards are applied to 

biosimilars and originator biologics, and there is no reason 

to expect any difference in the quality of a biosimilar and 

an originator biologic. Five biosimilar marketing authoriza-

tion applications are currently under review (three human 

insulin, one follitropin alfa, and one infliximab). 

US biosimilars
While the scientific principles are universal, and the United 

States led with the development of comparability, imple-

mented by guidance in 1996 (neither statutes nor regula-

tions being considered necessary at the time), the FDA 

waited for formal legislation before allowing biosimilars to 

be considered for the majority of biologic products approved 

in the United States. The terminology used in the US legis-

lation, BPCIA enacted March 23, 2010, is “highly similar,”4 

which is a perfect match for the definition of comparable 

in ICH Q5E.3 (Table 5). Nonetheless, 

many stakeholders expect a substantial 

public process to ensue before FDA ap-

proves biosimilars, or interchangeable 

biosimilars. This is even though nei-

ther regulations nor new guidances are 

required by the statute, and biosimilar 

applications could have been filed from 

the day of enactment. FDA has been 

given a unique authority by Congress, 

in having the ability to designate bi-

osimilars as interchangeable with their 

reference product. This occurs nowhere else in the world. 

For instance, in Europe, while comparability is the standard 

used to establish biosimilarity, the final marketing authori-

zation is silent on the interchangeability of a biosimilar with 

its reference product (albeit the EPAR says that the active 

ingredient in each product is similar that in its reference). 

FDA held a public meeting in November 2010 to hear 

stakeholder opinions on how they should implement BPCIA, 

has subsequently received many written comments to the 

docket, and has initiated a formal public process concerning 

biosimilar user fees9 which has recently passed Congress. 

The agency published its scientific principles for biosimi-

lars in August 201110 and eventually released three draft 

guideline documents on February 9, 2012 (Table 6) which 

are currently under stakeholder discussion. Although it is 

not expected that the US guidelines will exactly match the 

EU biosimilars system, the scientific foundations will be the 

same. This has already been the case in the FDA’s approval 

of subsequent versions of those biologic drugs that happen 

to have been approved under the Federal Food Drug & Cos-

metic Act as opposed to the Public Health Service Act. 

Biosimilars in emerging markets
Only about 15% of the world population lives in highly regu-

lated countries, while 85% live in less- or un-regulated coun-

tries. To increase the access to affordable, safe, and effective 

biological medicines in all countries is therefore of utmost 

importance. Emerging countries, such as Brazil, Russia, 

Korea, India, and China have defined local requirements 

for development and manufacturing of follow-on versions of 

biologics. These jurisdictions address the unmet medical 

need in each of these countries, but they are not biosimilars 

according to the standards in highly regulated markets. For 

these products, the term “alternative biologics” have been 

used.11 Each is developed with a specific structure and func-

tion in mind to the standards of that country, but not based 

on a thorough comparison to a specific individual product 

already approved in that country. Also, the stringent ICH 

development guidelines and GLP and GMP requirements 

of the highly regulated markets are not a basis of marketing 

approval. Cost of development for such alternative biologics 

Draft Guidance

Scientific Considerations in Demonstrating Biosimilarity to a Reference Product

Quality Considerations in Demonstrating Biosimilarity to a Reference Protein Product

Biosimilars: Questions and Answers Regarding Implementation of the Biologics Price 
Competition and Innovation Act of 2009

Source: carsten Brockmeyer and gillian Woollett

Table 6. FDA draft guidance on biosimilar product development, 
February 9, 2012.
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may be less than 10% of the development costs for a biosimi-

lar in the highly regulated markets. Also, the development 

timelines are much shorter. This has raised some questions 

as to the level of comparability between an alternative bio-

logic and an innovator reference biologic. Several alternative 

recombinant erythropoietins manufactured in Asia analyzed 

with isoelectric focusing gels were not comparable with re-

combinant erythropoietin preparations licensed in the EU.11 

This is unlike approved EU biosimilars, which are highly 

similar to a specific identified originator reference marketed 

in that same jurisdiction.12 

It can be expected that many more emerging countries 

will soon issue country-specific biosimilar guidelines. India 

has specific guidance documents for generics, but these do 

not apply for alternate biologics. In the past, these products 

were approved in India on a case-by-case basis, and clini-

cal studies for biologics required only a limited number of 

patients; Phase I and Phase II trials were typically not re-

quired. The Department of Biotechnology approves proto-

cols up to animal toxicity studies, and the Drug Controller 

General of India approves clinical trials and final product 

for marketing. The Indian Food and Drug Control Admin-

istration issues the manufacturing license based on a local 

GMP audit. 

The World Health Organization (WHO), while not a 

formal regulatory authority, in October 2009 created a 

guideline on similar biotherapeutic products that will raise 

the standards for alternative biologics in the emerging 

markets.13 However, although the standards are largely 

derived from biosimilar guidelines in the European Union, 

Australia, Canada, and Japan, this WHO standard alone will 

not be sufficient to achieve a biosimilar approval in highly 

regulated markets. Nonetheless, companies from emerging 

countries may soon reach the standard of the highly regu-

lated markets, as for instance some companies from Korea 

and India have recently formed alliances with US pharma 

companies for the development of global biosimilars.

Conclusion 
It is anticipated that by 2016, eight of the top-10 selling drugs 

will be recombinant proteins. The size of the current global 

market for recombinant proteins is more than $130 billion. 

With the loss of patent protection for most of these products 

starting in 2013, the development of follow-on versions of 

recombinant proteins, so called biosimilars, becomes a 

steadily growing new field of biopharmaceutical develop-

ment and clinical research. In contrast to small molecule 

generics, pre-clinical and clinical studies will be required 

for most biosimilars. The biosimilar regulations are cur-

rently evolving in Europe, the United States, and in many 

emerging countries. For the successful development and 

commercialization of biosimilars in a global market, it will 

be important to understand the specific requirements for 

clinical development of biosimilars in these regions—where 

they are the same and especially where they differ. Clinical 

development managers will also need to understand the 

concepts of quality CMC comparability, the value of in-vitro 

pharmacology, and non-clinical studies, since this will form 

the basis for each biosimilar clinical development program.
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PEER
REVIEWED

Drivers of Patient 

Interest in Referral

Analysis suggests age, condition, 
and treatment satisfaction have most 
significant effect on participation.

Elisa Cascade, Andrew Burgess, and Mark Nixon

R
ecruitment of subjects for clini-

cal trials remains an ongoing 

and increasing challenge, with 

nearly 90% of industry-spon-

sored clinical trials experienc-

ing delayed enrollment.1,2 Since these de-

lays often last six months or more, patient 

recruitment is one of the most important determi-

nants of the clinical program timeline.3 In addi-

tion to being an important timeline driver, patient 

recruitment also represents a significant portion 

of program costs. A large amount of resources 

are spent starting-up and monitoring sites, ap-

proximately 50% of which will recruit one or no 

patients in their studies.4 

In order to expedite study timelines and de-

crease costs, researchers are actively seeking op-

portunities to speed enrollment, and supplemen-

tal patient recruitment is one such option. For 

the purposes of this article, supplemental recruit-

ment is defined as the practice of pre-qualifying 

community-based patients and referring them to 

clinical trial sites for study screening.

The portion of patients available for supplemen-

tal recruitment is large, with studies suggesting 

that fewer than 5% of all eligible adult patients are 

enrolled in therapeutic studies and this propor-

tion is even lower among the elderly, women, and 

racial and ethnic minorities.2 To better under-

stand the reasons why these patients do not par-

ticipate in clinical trials, ECRI conducted a meta-

analysis of 14 published studies and concluded 

that three factors were important: fear of placebo 

or randomization; too far to travel; and the desire 

to have the physician choose the treatment rather 

than accept a process that uses randomization to 

assign patients to a treatment group.5 

Primary research conducted by MediGuard.

org and published in the 2009 Industry 

Standard Research report titled “Success 

in Patient and Investigator Recruitment,” 

however, showed different results. The Me-

diGuard survey of clinical trial naïve pa-

tients found that the primary reason that 

patients do not participate in clinical trials 

is simply that they are unaware of oppor-

tunities to do so (69% of respondents).6 As a result, 

physician investigator sites and other researchers 

are actively seeking opportunities to make com-

munity-based patients aware of clinical trials. With 

ever-increasing numbers of patients seeking health 

information on the Internet, digital outreach pro-

grams through search engines, social media, and 

online patient communities are becoming more 

commonplace. Although the number of clinical 

trials using supplemental patient recruitment has 

grown substantially, there is little information avail-

able in the literature on patient level of interest in 

studies and patient characteristics associated with 

study interest. This article seeks to contribute to 

researchers’ understanding of patient interest in 

clinical trials by analyzing the results of patient fea-

sibility and recruitment studies conducted across a 

broad range of medical conditions.

Methods
Design overview. All feasibility and recruitment 

screening studies conducted with patients be-

tween January 2009 and July 2011 in the United 

States or United Kingdom by MediGuard.org 
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were searched. Specifically, patient questionnaires that 

contained a question regarding patient consent to contact if 

a clinical trial were available at a nearby site were identified. 

The response to this question on consent to referral (yes, 

no) was extracted into a patient-level, de-identified study 

database, along with any other patient characteristics avail-

able from the screening survey including: treatment history 

(disease, number of medications, side effects, and treat-

ment satisfaction), patient demographics (age, gender, race, 

country, and previous clinical trial experience), and other 

socioeconomic variables (employment and insurance status). 

Setting and participants. All surveys were conducted on-

line with members of MediGuard.org, a free online service 

that monitors the safety of prescription medicines, over-

the-counter medicines, and healthcare supplements for 

over 2.5 million patients in the United States, United King-

dom, France, Germany, Spain, and Australia. These online 

surveys were sponsored by the owner of MediGuard.org, 

Quintiles Inc., a pharmaceutical services company offering 

clinical trial support solutions. 

Patients enrolling in the service consent to be contacted 

about research opportunities as part of the registration 

process. When a specific research opportunity arises, an 

e-mail is sent to potentially eligible members who can click 

on a link in the e-mail to read about study details, screen for 

eligibility, and provide further consent to have their contact 

details sent to an investigator site. 

Statistical analysis. Univariate logistic regression was used 

to assess the association of patient interest in referral with 

each study variable. All analyses were conducted using SAS 

version 9.2 for Windows (SAS Institute Inc, Cary, NC). Sub-

sequent to the univariate analysis, a multivariate, step-wise 

logistic regression was conducted to identify the character-

istics that were predictors of a patient’s interest in referral 

to a nearby clinical trial site.  

Results
Sample characteristics. Information was 

extracted from 206 feasibility and re-

cruitment screening studies involving 

8,599 patient responses. Character-

istics for the sample are displayed in 

Table 1. Of the 8,599 patients respond-

ing, 68% were aged under 65, and 68% 

were female. Only 14% of respondents 

did not have health insurance, although 

a majority (55%) was unemployed (i.e., 

unemployed, working in the home, re-

tired, or disabled). 

Patient interest in referral. Across all 

conditions, the average rate of patient 

interest in being referred for a clinical 

trial was 72% (see Table 2). Patient in-

terest ranged from a low of 56% among 

cancer patients to a high of 83% for those with chronic infec-

tious diseases (e.g., HIV and hepatitis). 

Factors correlated with patient interest. Table 3 displays the 

results of the univariate regression where characteristics 

are grouped based on relationship with interest in referral. 

Disease condition and previous clinical trial experience 

both had a significantly positive effect on patient interest 

in study referral. Two additional variables were also signifi-

cantly related to interest: presence of bothersome side ef-

fects (the more bothersome the side effects, the greater the 

interest) and satisfaction with current treatment (the lower 

the treatment satisfaction, the greater the study interest). 

Patient age, gender, race, number of medications, employ-

ment status, and insurance status were not significantly 

related to a patient’s interest in study referral. 

The results of the step-wise regression, however, show 

that the three variables that best explain patient interest in 

studies include: age, condition, and treatment satisfaction. 

Specifically, we find that patients age 65 and over are less 

interested in participating in a clinical trial than those who 

are under age 40 (odds ratio (OR)=0.549, p=0.0300). Ad-

ditionally, patients who are dissatisfied with their medica-

tions are significantly more interested in studies (OR=2.105, 

p=0.0015). Finally, with respect to disease, in thinking of 

cardiovascular disease/diabetes as a reference condition, 

we find that patients with cancer (OR=0.056, p=0.0097) 

and gastrointestinal (OR=0.414, p=0.0420) conditions are 

significantly less interested in studies as compared to the 

reference of cardiovascular disease/diabetes.

Discussion
The current analysis is believed to cover the most exten-

sive sample on patient feedback ever examined because of 

both the large sample size and broad range of conditions 

included. In the analysis, it was found that individual factors 

Sample Characteristics

Characteristic Result (N/Total)*

Number of studies
Number of patient responses

206
8,599

Respondent Demographics:
•  Age (% <65)
•  Gender (% female)
•  Race (% white)
•  Insurance (% insured)
•  Employment (% employed)
•  Country (% US)

68% (4,797/7,076)
68% (5,767/8,427)
75% (6,291/8,420)
86% (2,708/3,150)
45% (1,634/3,640)
97% (8,343/8,597)

*N represents the number of patients with the demographic criteria and Total is the number of 
respondents who answered this question. Not all surveys included the same demographic ques-
tions and respondents may choose to not respond to demographic questions in screening.

Source: Elisa Cascade, Andrew Burgess, and Mark Nixon

Table 1. The demographics of the survey participants. 
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such as condition, side effects, treatment satisfaction, and 

previous clinical trial experience, are all significantly corre-

lated to patient interest in study referral. However, age, treat-

ment satisfaction, and condition emerge as the best predic-

tors of study interest in the multivariate regression model. 

The finding that age is negatively correlated with inter-

est in clinical trial participation is consistent with studies 

previously conducted in hypertension (Halpern)7 and kid-

ney disease (Israni).8 Because both the Halpern and Israni 

studies used physician interview as the primary method of 

data collection, this also suggests that the finding of age as 

correlated to patient interest in referral is not limited to the 

online approach used to collect data for this study. 

Similarly, factors found as having an insignificant relation-

ship in the current study such as gender, race, and employ-

ment status were also found to be insignificant in the Israni 

analysis. The one inconsistency identified in comparing the 

findings from this study with previous research is that the 

Halpern study found in their multivariate analysis that previ-

ous participation in a research study was significantly corre-

lated with willingness to participate. This factor, while signifi-

cant in the univariate analysis, was not significantly correlated 

to interest in referral in step-wise, multivariate regression. 

Although the bothersome nature of side effects appeared 

as significant in the univariate model, it is not surprising 

that the factor disappeared from the multivariate analysis 

due to correlation of this variable with treatment satisfaction. 

Both the side effects and treatment satisfaction questions 

are based largely on a validated patient-reported outcomes 

instrument called the Treatment Satisfaction Questionnaire 

for Medications, where correlation between the side effects 

and global satisfaction domains is known to exist.9 

Due to the lack of existing literature examining patient 

interest in clinical trial referral across conditions, it is dif-

ficult to compare the findings with previous studies. One 

possible explanation for the variance in interest between 

CV/metabolic disease and cancer or gastrointestinal con-

ditions is the patient’s relationship with their managing 

physician. This relationship manifests itself in two dif-

ferent ways. In the case of cancer, for example, feedback 

from qualitative discussions with patients and responses to 

other quantitative survey questions suggests that cancer 

patients have such a close relationship with their physician 

that the patient’s lack of interest in referral may be driven 

by their desire to remain under the care of their personal 

oncologist until the time that their managing physician 

recommends a clinical trial. 

Unlike cancer patients, data on hand from MediGuard.

org patient surveys suggests that gastrointestinal patients 

do not place a high level of importance on their physician’s 

recommendation for (benefit of participation) or against 

(drawback of participation) a potential clinical trial. In fact, 

many of our patients screened for heartburn/GERD studies 

Patients Interested in Referral

Percentage Interested in 

Referral (n/Total)*

Overall 72%

Disease System:
•  Cancer
•  Chronic infectious disease
•  CV/metabolic
•  Dermatology
•  Gastrointestinal
•  Men’s health
•  Mental health
•  Neurology
•  Pain
•  Respiratory
•  Women’s health

  56%  (22/39)
  83%  (125/150)
  74%  (1,522/2,046)
  74%  (238/321)
  65%  (541/838)
  69%  (72/104)
  75%  (1,173/1,566)
  72%  (904/1,258)
  72%  (883/1,230)
  76%  (401/525)
  60%  (287/449)

*N represents the number of patients interested in referral and Total 
is the number of respondents who answered this question.

Source: Elisa Cascade, Andrew Burgess, and Mark Nixon

Table 2. Patient interest ranged from a low of 
56% among cancer patients to a high of 83% for 
those with chronic infectious diseases.
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Standard of Care in Study BudgetingSurvey reveals industry practices 

surrounding standard of care and 

insurance claims data.

Harold E. Glass

P
harmaceutical executives readily acknowledge that 

their industry faces a number of broad challenges, 

not the least of which are the escalating costs of de-

veloping new drugs and a weak public image.1 Both 

issues intersect in one area of drug development: 

clinical grants. Based upon an industry survey of people 

working in clinical operations, and an analysis of grant pay-

ments from the perspective of standard of care (SOC), this 

article argues that cost management and fair market value 

can be far more effectively addressed than has been the prac-

tice to date.
Clinical grants represent a major and growing cost of 

developing new drugs. These rapidly increasing costs have 

been extensively documented and analyzed,2 and the re-

search suggests that clinical trials are the largest single area 

of R&D operating expenses, with clinical investigator grants 

representing the bulk of these costs. Many drug develop-

ment managers appreciate the need to control clinical trial 

costs. One important, if underappreciated, approach involves 

avoiding double payments for activities that would be nor-

mally covered by third-party payers (including Medicare and 

Medicaid in the United States) as part of the standard care 

that any patient would receive at that clinical research site, 

whether or not that patient is part of a clinical trial. While 

sites are ethically prohibited from enrolling a patient in a 

clinical trial if that patient would not otherwise be treated 

for the illness being studied, many of these patients would 

be partially covered by third-party payers as part of the stan-

dard of medical care.Understanding the standard of medical care, however, 

can be particularly dif ficult when studies involve mul-

tiple countries. At one end of the health continuum some 

countries are moving toward national medical 

treatment protocols—the UK’s National Health 

Service is one example. While health care in 

many countries has one dominant payer, few 

countries have just one agency delivering almost 

all their health care, as is the case in the UK. In 

sharp contrast, the United States has multiple 

payers and health care delivery organizations. 

Such differences challenge clinical development 

teams as they seek to establish medical standard 

of care guidelines for clinical trial grant pay-

ments. In the United States, however, it is easier 

to establish what constitutes standard of care 

through the payment practices of third-party 

payers.
A second pharmaceutical industry challenge is 

the changing relationship with physicians. After 

intense scrutiny from both within and outside 

the industry, pharmaceutical companies have 

now developed more stringent guidelines about 

what they can give to prescribing doctors. For 

instance, new guidelines prohibit gifts of any sort, 

restrict meals to those associated with actual 

medical education, and prohibit industry em-

ployees from giving any other objects to medical 

professionals.  Some pharmaceutical industry observers are 

also concerned about the financial relationship be-

tween investigators participating in clinical trials 

and the companies sponsoring the trials. These 

observers have questioned whether the grant 

amount for a clinical trial reflects payment only for 

work performed or whether the payment might be 

an attempt to influence investigator behavior. In 

these instances, the foremost concern is whether 

investigators are being paid at fair market rates or 

at inflated rates that might influence their behav-

ior.3 While some published research links relative 

grant payment levels with subsequent investigator 
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are self-treating with OTC medicines 

and are not in close contact with their 

primary care physician about their cur-

rent symptoms or treatments. As a re-

sult, we believe that the low interest 

in clinical trial referral amongst these 

gastrointestinal patients stems from 

an overall low level of engagement with 

their underlying condition. 

While approximately 250 responses 

in the analysis came from the United 

Kingdom, there was not suf f icient 

sample size to confidently draw conclu-

sions on potential differences based on 

country of origin. United States versus 

United Kingdom will be a focus of fu-

ture analyses following the addition of 

more UK samples. 

Limitations
The data should be viewed within the 

context of some limitations. First, in-

terest in referral was studied based on 

Patient Characteristics and Interest in Referral

Significant Characteristics (p<0.05) Insignificant Characteristics

Condition* (χ2=69.26, df=11, p<0.0001) Age: <40, 40-64, 65+ (p=0.80)

Bothersome side effects (positive 
likelihood, χ2=38.60, df=1, p<0.0001)

Pill Count: 1, 2-5, 6+ (p=0.08)

Satisfied with current therapy 
(negative likelihood, χ2=41.49, df=1, 
p<0.0001)

Employment status: working, not working 
(p=0.70)

Previous clinical trial experience (posi-
tive likelihood, χ2=6.88, df=1,p=0.009)

Insurance: insured, not insured (p=0.10)

Gender: male, female (p=0.41)

Race: white, non-white (p=0.12)

*Conditions included: cancer, chronic infectious disease (e.g., Hep C, HIV), dermatology,  
gastrointestinal, men’s health (e.g., BPH), mental health, neurology, pain, respiratory, and  
women’s health (e.g., menstrual bleeding, contraception).

Source: Elisa Cascade, Andrew Burgess, and Mark Nixon

Table 3. Disease condition, side effects, treatment satisfaction, and 

previous clinical trial experience had a significantly positive effect on 
patient interest in study referral.
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responses to screening questionnaires, not through actual 

clinical trial enrollment. While it is possible that the fac-

tors correlated with patient interest in referral may differ 

when actual participation in clinical trials is measured, the 

MediGuard.org experience in supplemental recruitment 

suggests that other factors such as travel distance to the 

site, responsiveness of the site in contacting the patient for 

screening, protocol inclusion/exclusion criteria applied at 

the site, etc., also emerge as important.

It is also important to remember that these study re-

sults are generated from the opinion of community based 

patients being offered the opportunity for referral to a 

different physician for a clinical trial. Thus, the findings 

could differ from studies examining feedback from patients 

screened within a physician’s own practice.

Another limitation of this analysis is that it is difficult to 

control for all patient, disease, and protocol-specific factors 

that could influence a patient’s decision to participate in 

a study. Patient characteristics such as race or education 

level, disease factors such as unmet medical need, and pro-

tocol-driven elements such as the study time commitment 

(e.g., study duration, number of visits, and frequency of vis-

its), burdensome study procedures (e.g., lumbar punctures), 

or medication washout/switching are frequently mentioned 

by patients in MediGuard.org surveys as drawbacks of par-

ticipating in a clinical trial. The current study was unable to 

control for these factors.

Finally, it is possible that the unique characteristics of the 

MediGuard.org patient population account for its high inter-

est in clinical studies. As of September 2011, MediGuard.

org had over 2.5 million members and is much larger than 

other online health-oriented social networks.2 While this 

may limit generalization of findings to non-digital patients, 

recent statistics from the Pew Foundation suggest that 

nearly 60% of all US adults are actively seeking health infor-

mation online (75% have Internet access and 80% of those 

search for information on their condition or medicines).10 

As the population ages and Internet-enabling technology 

continues to evolve (e.g., smartphones and iPads), remain-

ing concerns around the generalizability of digital patients 

should continue to diminish.

Conclusions
The data from this analysis suggest that age and treatment 

satisfaction have the most significant effect on a patient’s 

decision to participate in a clinical trial in any disease area. 

Other factors such as experiencing bothersome side effects, 

treatment satisfaction, and previous clinical trial experience 

are also correlated to patient interest in referral. These find-

ings have important implications for several elements of the 

clinical trial recruitment plan, including advertising concept 

design, messaging, and channels for patient outreach for 

supplemental recruitment. Specifically, the findings sug-

gest that physician investigators and other researchers that 

tailor their recruitment strategies to appeal to patients who 

are younger and have a greater dissatisfaction with their 

current treatment (due to bothersome side effects or unmet 

treatment need) should see a better return on investment 

for their patient outreach activities.

Looking ahead, as more robust data on supplemental 

recruitment for clinical trials becomes available within and 

outside of the United States, it will be interesting to include 

additional variables likely correlated to patient interest as 

well as compare metrics across countries to see if these 

same factors—age, treatment satisfaction, and disease 

area—remain most important. 
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Navigating 
Beyond the 
Plateau

The increasingly popular 
functional service provider model 
can benefit sponsors. 

Theo Erasmus and Jas Khera
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O
ver  t he pas t  few yea r s , 

functional service provider 

(FSP) arrangements in clini-

cal data management have 

rapidly become the norm.1 

The FSP model can bring many benefits 

to sponsors. These include cost efficien-

cies of as much as 30% to 50% from reduction 

of infrastructure and overhead costs. There 

are also strategic and operational benef its, 

such as an increased focus on core competen-

cies, operational capacities to match the supply 

chain, and optimized resource utilization. As 

the pharma outsourcing market continues to 

evolve in this direction, providers, sponsors, 

and collaborative partnerships that nurture do-

main and operational integration expertise will 

be the most successful.

Writing in 2011, Kenneth Getz2 noted that 

only the largest contract research organizations 

(CROs) “are capable of providing the depth of 

capacity that sponsors require to support their 

portfolios. The vast majority of newly established 

FSP and alliance models have been awarded to 

the top 10 largest CROs.” Getz quoted a 2011 

CenterWatch study of 134 CROs that drew a 

similar conclusion: “based on aggregated data 

from the top 10 largest CROs, one-third of rev-

enue comes from functional service provider 

relationships.” Among the key strengths of FSPs 

are their ability to convert complex business pro-

cesses into simpler activities with quality mea-

surements.3 FSPs are cost effective when they 

have the ability to recruit, train, deliver, 

and manage just-in-time resources based 

on lead indicators and capacity forecast-

ing models.4 

Most challenges encountered with 

FSPs relate to communication and op-

erational issues. Although the formal 

governance determines how conflict is 

resolved, the working relationship provides the 

strength in timely resolution and even conflict 

prevention.5 Industry experience shows that the 

typical FSP journey hits a “plateau” at about 18 

months. At this point, several challenges can 

arise, including operational fatigue, rework, sub-

optimal asset utilization, inadequate resourcing, 

and scalability issues. These not only jeopardize 

performance, delivery, and quality, but may also 

in some cases cause mistrust and doubts be-

tween the partners. 

This article discusses the various types of 

FSP arrangements and their advantages to both 

partners. It examines structural and behavioral 

elements of successful FSPs, and recommends 

measures that can be put in place to ensure that 

speed, cost, innovation, and quality indicators are 

achieved. It also defines key success factors to 

overcome the 18-month plateau.
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FSPs and their advantages
FSPs of fer clear advantages from 

many perspectives. For the sponsor, 

benefits include lowering the total cost 

of ownership by variablizing the cost 

structure, unlocking capital, greater 

predictability of vendor costs, and 

reduced oversight burden compared 

with arrangements involving multiple 

CROs. For the CRO, this ensures long-

term income stream, with guaranteed 

work volume mitigating potential con-

tract failures and counterparty risk. 

For the patient, there is the potential 

for earlier access to innovative, more 

cost-effective therapies.

In general, FSPs are implemented 

and executed in a fundamentally dif-

ferent way from full-service and stand-

alone business agreements, requiring different skill sets 

and operational delivery models to ensure success. The 

various FSP models include: flexible resourcing (or capacity 

management) models, where the sponsor has a shortfall in 

staff—often on a short-term or rolling basis—and is look-

ing for a FSP provider to fill the gap by providing qualified 

and trained staff; functional resourcing models, where the 

sponsor outsources an entire function or part of a function 

(mostly in areas such as data management, statistics and 

statistical programming, pharmacovigilance and safety, 

monitoring, and site start-up services); and hybrid models, 

which are a combination of flexible resourcing and func-

tional resourcing models. The main types of fee structures 

are: fee for service with cap; fixed fee/FTE fee; and out-

come-based arrangements.

Fee for service with cap has a work order committing 

budget for a set number of full-time employees (FTEs) or 

hours over a specified period. The FSP provider usually 

takes on the utilization risk, since there is no guarantee 

that the resources will be utilized. The provider also usu-

ally has the choice of whether or not to take on new work. 

In many instances, the scope for innovation and speed 

is limited due to the fact that processes, systems, and 

standards are mandated by the sponsor. These arrange-

ments are usually contractually straightforward (with an 

agreed fee or hourly rate), and are simply an extension of 

the sponsor’s functional (i.e., data management) opera-

tions. There are few opportunities to add value or change 

processes. 

With fixed fee/FTE fee there is a work order committing 

budget for a set number of FTEs for a period, with the spon-

sor taking utilization risk, since resources are guaranteed. 

This type of FSP is best suited when the scope of work is 

clearly defined and measurable. 

In outcome-based arrangements, the work order com-

mits to a price per unit (i.e., cost to clean a page or resolve 

a query) for a period, with agreement needed on units per 

period, protocol, and programs. While this is contractually 

more challenging, it offers increased scope for investment, 

innovation, added value, shared benefits from process im-

provement, and speed.  

Depending on the model, other FSP benefits can include 

the following: 

•	Resource flexibility and optimization

•	Market access and geographic redistribution 

•	Enhanced productivity and best practices. 

Advantages to both partners are listed in Table 1.

Advantage and Disadvantages

Sponsor CRO

Advantages

•   Financial (variable cost 
model; no more COs)

•   Lower total cost
•   Contracting costs:  

MSA + WO
•   Less training/review burden/

support
•   Ability to predict costs 

accurately

•   Long term income stream 
(guaranteed backlog)

•   Volume
•   Decreased cost structure if 

on customer SOPs/systems/
processes

•   Better planning via line of 
sight into what is coming 
through the pipeline

Disadvantages
•   Lock-in?
•   Less flexibility

•   Decreased revenue/FTE
•   Decreased profit margins

Source: Quintiles

Table 1. FSP benefits can include the following: resource flexibility 
and optimization; market access and geographic redistribution; and 
enhanced productivity and best practices.

Elements of the Core FSP

Strategic

•  Relationship
•  “Horizon scanning”
•  Value and innovation
•  Lead metrics

Operational 

Delivery

•  Project/risk management
•  Lag metrics
•  Quality

Resourcing
•  Complete resourcing plan
•  Skill requirements = customer expectations
•  Resourcing metrics

Support

•  Account management/IT support
•  Best practice/lessons learned
•  Training/SMEs
•  Learn/teach the customer’s way

Source: Quintiles

Table 2. The core FSP must have strengths in 
strategic elements, operational delivery, resourcing, 
and support.
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Key elements of successful FSPs
Experience suggests that the process of starting up an FSP 

poses several unique challenges as it begins to function as 

a dedicated “mini CRO,” with the resource needing to be 

ring-fenced and managed separately. There can be widely 

varying sponsor expectations compared with a traditional 

full-service arrangement, and challenges include the need 

to adapt to sponsor processes, terminology, and culture. 

For success, the core FSP must have strengths in strategic 

elements, operational delivery, resourcing, and support, as 

shown in Table 2. 

For the strategic element of the FSP relationship, the 

contract should have a strong focus on the strategic goals 

of the sponsor organization. The FSP provider should have 

insight into the plans and strategy for upcoming projects, 

to allow proper planning and ensure success. In this area, 

there should be key lead metrics for: future resource needs, 

possible risks in program or product cancellations, key 

deliverables, and major changes in corporate goals or strate-

gies that might influence the relationship. It is also impor-

tant to talk about areas where value can be added, and about 

the overall health of the relationship between partners. In-

novation should be one of the strategic goals and should be 

evaluated on an ongoing basis.

In the realm of operational delivery, all FSP relation-

ships should have at their core consistent quality delivery, 

whereby the team meets quality metrics as defined by the 

FSP agreement. Measures should be put in place to ensure 

that staff is well trained, and that high-risk elements of stud-

ies are identified and adequately addressed. A tight focus on 

management oversight should be in place to ensure success 

with deliverables.

On resourcing, a shared plan for both partners must be 

periodically reviewed to ensure transparency for resourc-

ing needs and challenges over the short-, medium- and 

long-term. This resourcing plan also allows for prioritiza-

tion during periods when peak resources are needed. 

Understanding resourcing needs and highlighting the 

specific skills required at all stages is also important. This 

can avoid a mismatch between sponsor expectations of 

certain resource levels and those actually supplied by the 

FSP provider.

In the area of ongoing support, a model should be built 

into the FSP arrangement to help drive success. Since most 

of the FSP relationships allow for the provider’s employees 

to work on sponsor systems and standard operating pro-

cedures, the IT infrastructure and support services are 

key. On-boarding, account creation, and access to systems 

can be a key challenge as two companies begin to work 

together; a proper support structure is essential to address 

any IT-related issues. Training is also vital—not just from 

a compliance point of view, but also to help staff optimize 

their job performance by providing appropriate technical 

training, coaching, and mentoring.

FSP management is underpinned by various key metrics 

for elements such as resourcing (i.e., FTEs/utilization, 

training compliance, and resource supply), productivity 

(i.e., number of edit checks/FTE/time period, number of 

discrepancies/FTE/time period, rate of safety case pro-

cessing), timelines (i.e., turnaround and cycle times/last 

patient last visit to database lock to database going live), 

quality (i.e., error rates, database relocks, and audit find-

ings), and customer service (i.e., performance surveys, 

team health questionnaires, customer feedback question-

naires, and open and frank discussion on deliverables and 

team performance). 

Overcoming the plateau
Even with all these elements in place, however, FSPs can 

“hit a plateau” at 18 months if not managed for success (see 

Figure 1). 

If the FSP journey is to be successfully navigated across 

the plateau—defined as the point at which significant op-

erational issues begin to surface—the partners must press 

forward in good faith, relying on each other’s experience 

and expertise. This allows a successful transition from the 

initial six- to 12-month “honeymoon period” toward effective 

operationalization of services. Key steps to success include 

increasing staffing levels, offering training and mentoring, 

and starting process optimization. As the scope of service 

and work volume expand, a continued focus on enhancing 

the quality of the deliverables will ensure that the FSP real-

izes its original business objective. 

Relationships between FSP partners usually start out on 

a very positive, confident footing during the “honeymoon” 

Source: Quintiles

Figure 1. FSPs can “hit a plateau” at 18 months 
if not managed for success.
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period. As the pilot project progresses, there is a natural 

tendency to expand it, adding more resources or even in-

creasing the breadth of services provided. This scale-up 

usually happens after about six months and continues for 

another six months. Significantly more staff members are 

added to an ever-growing account with increasing numbers 

of projects; issues may arise while the new recruits are 

building experience of the sponsor’s corporate culture and 

or of functional service management. Staff numbers can 

increase rapidly during this period, even doubling. 

At this point, there may be “red flags”—signs of impend-

ing operational issues. These may occur as quality, perfor-

mance, or delivery issues on specific projects. The next six 

months may then be spent addressing issues that take up 

significant time and effort from the management team. This 

team is laser-focused on specific, tactical issues and may 

not immediately realize that the model’s underlying struc-

ture may not be scalable to address them. Also, the same 

issues may be occurring on other projects. As a result, the 

team may be busy “fire fighting” the symptoms. An optimis-

tic perspective is that the issues are just “growing pains”—

natural fallout of rapid growth—something that will soon be 

resolved. In worst-case scenarios, however, the issues can 

spread to more projects, with deadlines and quality targets 

missed, and a real risk to sponsor confidence. 

As the scenario unfolds, there seems to be a sudden 

build-up in issues that needs attention, and the FSP provider 

can be caught in the “quality/delivery death trap.” Low qual-

ity requires rework, which is micro-managed by the cus-

tomer. Additional quality control steps are added, slowing 

down progress and draining resources. Deliverables suffer 

and the downward spiral continues. The FSP relationship 

has hit the proverbial plateau. Common root causes include: 

growth occurring too fast, which leads to gaps in training 

and staff competency; inadequate experience among op-

erational and/or management teams, also leading to quality 

issues; lack of lead metrics to allow issues to be detected at 

the earliest possible stage and resolved; failure to identify 

and effectively address issues across the whole portfolio; 

and ineffective change management and poor implementa-

tion of lessons learned. Another root cause is the alignment 

of customer expectations in terms of delivery and quality.

Crossing the plateau: structural elements
Experience shows that this plateau can be successfully 

crossed by active intervention early in the growth stage—

satisfying sponsor demands for cost savings, and adding 

value in speed, quality, delivery, cost, and innovation—by 

an FSP team with a specific set of structural elements and 

behaviors. Among the key structural elements are: strong/

experienced FSP leadership; sponsor/FSP provider goal/

expectation alignment; buy-in and support at all levels; 

strategic communication/escalation plan; strong focus on 

projects and project management; sponsor alignment and 

a sponsor-centric management team; use of metrics; use of 

feelings and perceptions as discussion points; and resourc-

ing that is transparent and easy to understand.

Strong/experienced FSP leadership is the most impor-

tant factor of any FSP arrangement. The leadership team 

should not just be strong and experienced, but should also 

be scalable to account for the planned growth.

Sponsor/FSP provider goal/expectation alignment is 

important, common goals should be shared across the rela-

tionship so that teams can work together productively. Team 

goals should take preference over personal goals and all 

expectations should be clearly understood by both partners 

as early during the partnership as possible.

Sponsor employees must be convinced of the value of an 

FSP relationship, and reassured about the security of their 

position, with buy-in and support at all levels. This helps 

ensure the employee is in favor of the relationship. Having 

support at all levels of the partner organization helps avoid 

Case Study: Consolidation—How to Gain Efficiencies Without Sacrificing Quality

Challenge: For one biopharma company, managing 
more than 100 multiple-vendor relationships for data 
management and biostatistics functions was creating 
inefficiencies, particularly for an expansive oncology 
drug development program.

Solution: By suggesting a new operating model 
for the functional service provider agreement, the 
CRO created an integrated biometrics team with a 
single point of contact to support the development 
of one drug, involving up to 20 concurrent stud-
ies and indications across Phases I-IV. Rather than 
concentrating on the disparate elements of the 
program, the CRO approached the engagement as 
one comprehensive project. A streamlined flow of 

information led to better collaboration and greater 
productivity.

Results: The centralized outsourcing model increased 
program efficiencies and quality without increasing 
resources. To measure the quality of delivery, the spon-
sor tracked key performance metrics from its more 
than 100 outsourced relationships, including percent of 
rework required, missed deliverables, and deliverables 
causing a change in interpretation. In all of these areas, 
the CRO posted 0%, demonstrating that the new solu-
tion delivered improvements not just in efficiencies, 
but in overall quality as well. As a result, the sponsor 
increased on-time delivery of databases and signifi-
cantly improved the quality of outputs. 
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negative perceptions and rumors from adversely affecting 

the relationship. 

An effective governance model at all levels is essential 

to ensure that the relationship functions well. Teams work-

ing together from an operational, functional, managerial, 

and executive level must ensure that the relationship stays 

healthy, is progressive, and adds value. The roles of these 

different teams should be well defined and everyone should 

understand their scope and remit.

At the start of an FSP arrangement, communication 

is typically easy and well managed. As the relationship 

develops, it brings a host of communication challenges. 

Overlay this with different locations, time zones, cultures, 

languages, and functional areas, and the challenge is clear. 

A plan that specifies how communication and escalation of 

issues will happen can ensure ongoing transparency and 

trust. It is also important that the plan is followed by employ-

ees in the partnership.

A strong focus on projects and project management (i.e. 

risk management) is the core of the FSP relationship and 

consists of the project teams that need to deliver daily on 

clinical projects. A very strong focus is needed on overall 

project management and to implement project management 

principles and processes as part of the review process to 

understand underlying risks and proactively address them 

based on appropriate metrics. If projects hit roadblocks, so 

will the FSP relationship, which is fairly high risk in some 

ways, with the provider having overheads and revenues at 

risk, and the sponsor having quality, delivery, and compli-

ance at risk. 

CROs that are also FSP providers tend to operate FSPs 

like full-service delivery operations, expecting scalability, 

and operational efficiencies. This can be frustrating for 

both the sponsor and the CRO. Lessons from emerging FSP 

models suggest that there are many benefits in matching 

the sponsor’s organizational structure and replicating best 

practices. This alignment strengthens the relationship and 

ensures that priorities are consistent across the portfolio 

and communication and escalation is simplified. 

The use of metrics, information, and data to make deci-

sions cannot be emphasized enough. Data (and converting 

that data into useful information) is essential to managing 

the FSP relationship, offering evidence of high-quality deliv-

erables and boosting confidence, particularly during chal-

lenging times of reduced trust. Metrics are usually included 

as key performance indicators within the contract. These 

must be taken seriously by both partners, and implemented 

and managed from the outset of a relationship. A set of good 

and relevant metrics should include both lag (historical) 

and lead (futuristic) metrics and should be reviewed fre-

quently for trends, relevance, and content. All initiatives 

should be able to influence these metrics and show improve-

ments over time; otherwise the metrics or initiatives should 

be reviewed for relevance. One approach to ensure that alli-

ances deliver value for both partners is the use of a balanced 

scorecard management system (see Managing Alliances 

sidebar). This can help companies develop joint goals and 

manage across organizational boundaries; it can also serve 

as a governance system. 

The use of feelings and perceptions as discussion points 

is probably the most difficult concept to manage across FSP 

relationships, especially when emotions are negative. An 

FSP provider is only as good as their last project, and bad 

news travels fast. There should be appropriate mechanisms 

and agreements from both partners to ensure that this is 

managed appropriately and that emotional reactions are 

Managing Alliances Using the Balanced Scorecard

The case history of how Solvay Pharmaceuticals 
and Quintiles managed their innovative develop-
ment alliance to deliver value for both companies was 
described in the January-February 2010 issue of the 
Harvard Business Review. The alliance was managed 
using the balanced scorecard management system, 
which helps companies switch their alliance manage-
ment focus from contributions and operations to 
strategy and commitment. The two companies used 
the balanced scorecard tool kit to manage their alli-
ance and together reduced the total cycle time in 
clinical studies by 40 percent. 
Co-author of the HBR paper, Robert S. Kaplan, 

Baker Foundation, Professor at Harvard Business 
School, notes that most corporate alliances fail, due to 
lack of agreement on strategy management, robust 
governance and focus on delivery of shared goals. 
The Solvay-Quintiles alliance was an exception. Each 

company had previously used the balanced scorecard 
internally, and used it to agree on joint goals and 
manage across organizational boundaries. The score-
card served also as a governance system, providing a 
neutral area for discussion of progress.  
Strategic alliances are essential to success in today’s 

hyper-competitive global business environment, 
with effectively managed alliances enhancing an 
organization’s entire value chain, notes Kaplan. This 
enables individual companies to focus on what they 
are superb at, while using partners to cover other 
functions. One particularly innovative aspect of this 
alliance was its use of multiple teams to manage 
various portions of the alliance, including high-level 
governance teams, joint clinical teams and joint func-
tional teams. This was a key ingredient in enabling 
the alliance to deliver transformational change and 
achieve success.
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supported by metrics to allow appropriate discussion and 

resolution of issues. 

Resourcing should be transparent and easy to under-

stand, and is key to ensure appropriate delivery. The quan-

tity and quality of appropriately trained resources will 

determine success or failure. Resourcing should always be 

on the agenda; gaps should be discussed openly. A single 

integrated resourcing model should be available to view at 

all times. In an ideal world, resourcing needs should be an-

ticipated to ensure that the FSP provider has enough time to 

staff appropriately.

Crossing the plateau: behavioral elements
The key behavioral elements involved in successfully cross-

ing the FSP plateau should be present from the beginning 

and should include: striving to build a true partnership; 

total commitment from both partners; extreme effort from 

the FSP and sponsor; trust; and relationship management. 

Striving to build a true partnership is essential for the re-

lationship to last, and for both partners to obtain value from 

the arrangement. The companies involved should view one 

another as true partners, with full strategic alignment, and 

not as a contractor/provider and client/customer. Key ele-

ments are openness, direct and honest two-way communica-

tion, mutual respect, and joint ownership of issues. 

In the traditional outsourcing model, there is usu-

ally “mirroring,” with every person working in the CRO 

matched by a functional counterpart in the client com-

pany. For FSPs, the provider will be the functional rep-

resentative on the clinical study team; there will usually 

be functional oversight from the sponsor to oversee a 

program or therapeutic area. Some sponsors also have a 

presence on both sides of the FSP, which can cause role 

confusion and relationship issues if not managed properly. 

Commitment from both parties and role clarity are key 

elements to success.

 It is not easy to implement and manage an FSP. Like 

any relationship, it takes commitment, time and energy, to 

be successful—extreme effort from the FSP and sponsor 

is needed.

Trust, fueled by open and frequent communication and a 

willingness to change and listen is necessary An FSP rela-

tionship cannot just be an agreement on paper. Many people 

on different levels are involved and all need to have an open 

mind and be willing to change behaviors. Communica-

tion between partners should be open, frank, and action-

oriented. When a challenge arises, it should be addressed 

proactively and transparently with the sponsor in order to 

build trust.

 The FSP depends on people being willing to work to-

gether to the benefit of both organizations. Relationship 

management from both organizations need to build trust 

over time—based on strategic alignment and ongoing, high-

quality delivery, tracked using appropriate metrics—to en-

sure that any tough patches can be overcome. 

For the future, the benefits of FSP arrangements ensure 

they will continue in popularity—as long as the FSP can 

successfully break through the 18-month plateau. While 

initially driven by a cost agenda, future FSP arrangements 

will focus on quality, innovation, and process improvement 

coupled with ever-improving customer service creating 

more value for both partners. The consistent delivery of 

quality results, as defined by the metrics specified in the 

FSP agreement, will earn the CRO partner the right to 

bring innovative ideas about the future shape of the FSP to 

the table. This is a constantly evolving process, based on 

ongoing feedback on the pharma partner’s objectives. Over 

the next five to 10 years, FSPs have the potential to become 

the dominant way for companies to outsource development, 

changing the face of both clinical research and product 

development. CROs need to take a proactive role in defining 

FSPs of the future to optimize both productivity and quality, 

while continuing to keep costs under control.
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involved in successfully crossing 
the FSP plateau should be present 
from the beginning.
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People
 ◗ Theorem Clinical re-

search (King of Prussia, 

PA), a full-service contract 

research organization 

that provides core clinical 

research and development 

services, has named Brian 

Mooney Senior Vice Presi-

dent of Global Clinical De-

velopment. patricia Bland 

has been introduced as 

Executive Director of Cor-

porate Development.

 ◗ WorldCare Clinical, llC 

(Boston, MA) announced 

that Kenneth O’Brien has 

joined the organization as 

Executive Director of Qual-

ity and Regulatory Affairs. 

O’Brien will be responsible 

for all quality assurance and 

regulatory affairs opera-

tions, including ensuring 

regulatory compliance and 

computer system validation 

processes.

 ◗ The American College 

of radiology (ACR) (Res-

ton, VA) has named medical 

imaging contract-research 

veteran eric S. perlman, 

MD, Chief Medical Officer 

of ACR Image Metrix™.  Im-

age Metrix is an imaging 

contract CRO and for-profit 

subsidiary of the ACR. Perl-

man has more than two 

decades of experience in 

radiology.

 ◗ Frederick Young, PhD, 

has joined the Infectious 

Diseases leadership team 

of INC Research, LLC 

(Raleigh, NC) as Vice Presi-

dent, Infectious Diseases. 

Young will lead the com-

pany’s infectious diseases 

therapeutic unit globally.

 ◗ idis (Princeton, NJ) an-

nounced the addition of two 

industry veterans to the 

company’s leadership team. 

Sue Barrowcliffe joined 

Idis as Global Director of 

Regulatory and Medical 

Strategy, while Jeff Oliva 

was appointed Senior Vice 

President of Global Business 

Development.

 ◗ Vectura Group (Chip-

penham, UK), which 

specializes in developing 

therapies, principally for 

the treatment of respiratory 

diseases, announced that 

Trevor phillips, BSc, PhD, 

MBA, has joined the com-

pany’s board.

 ◗ ACM Global Central 

lab (York, UK) has an-

nounced that isabel Struik 

has joined the executive 

management team as Head 

of Business Development in 

Europe. Struik brings vast 

experience in the clinical re-

search arena having worked 

in the clinical trials industry 

for more than 13 years and 

in all major therapeutic 

areas.

 ◗ CTi Clinical Trial and 

Consulting Services (Cin-

cinnati, OH) announced 

that Chyon-Hwa Yeh has 

joined as a biostatistician. 

Yeh brings with her over 20 

years of experience work-

ing for Procter & Gamble 

(P&G). During her time at 

P&G, she served as both 

project statistician and sta-

tistical function leader for 

many different areas, such 

as gastroenterology, cardiol-

ogy, pet care nutrition, and 

health technology.

Alliances
 ◗ BioClinica (Newtown, 

PA) is partnering with next-

docs (King of Prussia, PA), 

a leading global provider of 

Microsoft SharePoint-based 

compliance solutions to life 

sciences organizations, to 

deliver solutions that pro-

vide easier access to clinical 

trial information and de-

crease the timeline for FDA 

submissions.

 ◗ Medidata Solutions 

(New York, NY) worked 

with R&D and technical 

services institute rTi in-

ternational to upgrade the 

technology it uses to provide 

statistical and data coordi-

nating services for National 

Institutes of Health-funded 

research.

 ◗ Quintiles (Research 

Triangle Park, NC) and Ar-

chimedes (San Francisco, 

CA) have collaborated to 

co-promote clinical and 

commercial solutions for 

biopharmaceutical compa-

nies to reduce the time and 

expense associated with 

developing and marketing 

novel therapies. Quintiles 

will incorporate Archime-

des’ ARCHeS Innovator, and 

modeling consulting solu-

tions, into its existing offer-

ings. ARCHeS Innovator en-

ables users to run clinically 

realistic virtual trials on any 

population and create com-

pelling evidence.  

 ◗ Oracle (Redwood Shores, 

CA) has acquired Clear-

Trial (Chicago, IL), a lead-

ing provider of cloud-based 

clinical trial operations and 

analytics products that help 

make the planning, sourc-

ing, and tracking of clinical 

projects and financial per-

formance faster and more 

accurate. The combination 

of the two companies is ex-

Brian MooneyKenneth O’BrienPatricia BlandEric S. Perlman
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pected to deliver a compre-

hensive closed-loop clinical 

trial management offering 

from planning to payment.

 ◗ inC research, llC (Ra-

leigh, NC), a therapeutically 

focused CRO has entered 

into a functional service pro-

vider alliance with Astellas 

pharma Global develop-

ment, inc. (Northbrook, 

IL), to drive global consis-

tency, save time, and reduce 

costs for multiple clinical de-

velopment programs across 

several therapeutic areas. 

In an initial three-year 

agreement, INC Research 

will deliver key functional 

services, including clinical 

monitoring, clinical data 

management, trial master 

file management, site start-

up, and study feasibility 

activities. 

 ◗ Frontage (Exton, PA), 

a global CRO, will develop 

clinical trial supplies with 

Atheronova inc., a biotech 

company focused on the re-

search and development of 

compounds to regress ath-

erosclerotic plaque. Under 

the agreement, Frontage 

will commence work on the 

formulation, compound-

ing, and tabletization of 

the company’s AHRO-001 

product in advance of the 

upcoming Phase I human 

clinical studies. AHRO-001 

is AtheroNova’s first novel 

application for the treatment 

and prevention of athero-

sclerosis.

 ◗ Covance, inc. (Princ-

eton, NJ), a provider of 

drug development services, 

and BMl, inc., a leading 

Japanese laboratory test-

ing company, announced 

the expansion of the 

Covance-BML clinical trial 

laboratory in Kawagoe City, 

Saitama Prefecture, Japan 

to enhance the capacity and 

capabilities in the region. 

The companies, which 

opened the lab together in 

2010 as part of a five-year 

agreement, will launch sev-

eral new expansion-related 

services. 

 ◗ prA (Raleigh, NC), a 

CRO, announced a new 

agreement with Amgen for 

a series of Phase III studies 

to develop several biosimilar 

drugs on a worldwide basis. 

PRA will serve as the sole 

provider of CRO services for 

these studies. The agree-

ment is intended to govern 

the entire anticipated scope 

of Amgen’s global biosimilar 

portfolio.

 ◗ Synexus (Manchester, 

UK) has strengthened its 

leadership position in Po-

land with the acquisition 

of Osteomed. Based in 

Warsaw, Medical Centre 

Osteomed is an FDA audited 

clinical research company, 

whose client list includes 

many of the world’s leading 

pharmaceutical companies 

and CROs.

 ◗ nSF-dBA, (Bangalore, 

India) an NSF International 

Health Sciences Company 

with more than 25 years of 

experience in the pharma-

ceutical industry, has signed 

a collaborative agreement 

with Semler research 

Center pvt, ltd. of Banga-

lore to expand pharmaceuti-

cal training, auditing, con-

sulting, and testing services 

throughout India.

New Products
 ◗ Forte research Sys-

tems (Madison, WI) has 

launched the newest mem-

ber of the Allegro® product 

line: Allegro CTMS@

Network™. The new product 

aims to improve site selec-

tion, study start-up project 

management, and visibility 

into study conduct across 

multiple sites.

 ◗ The Clinical data inter-

change Standards Con-

sortium (CDISC) (Round 

Rock, TX) has released the 

first iteration of a protocol 

representation “toolkit” for 

clinical research. The kit 

is designed to make it easy 

for authors of a research 

plan or protocol to reap the 

benefits of the protocol rep-

resentation model, which 

has been developed over 

the past decade by global 

clinical research experts 

from academia, industry, 

and government.

Awards
 ◗ Clinical data inter-

change Standards Con-

sortium (CDISC) (Round 

Rock, TX) won two recent 

Global R&D is Innova-

tion Awards at Genzyme/

Sanofi. GetSMART, which 

involved implementation of 

a number of CDISC stan-

dards, won in the Internal 

Business Value category. 

RegistryNXT!, which is 

based on the collaborative 

BRIDG model, won in the 

Value to Patients category. 

 ◗ Clinical research Ad-

vantage (Tempe, AZ), a 

community-based network 

of clinical trial sites, has 

been named Best Clinical 

Trial Site Network by the 

World Vaccine Congress. 

The award was announced 

at the 2012 Vaccine Indus-

try Excellence Awards 

in Washington, DC. The 

VIE Awards celebrate the 

leaders, innovators, and 

pioneers in the vaccine 

industry. Clinical Research 

Advantage also received 

second place for Best Clini-

cal Trial Site.

Company News
 ◗ Marken (Middlesex, UK) 

has completed all the com-

missioning work for its new 

operational hub in Feltham, 

UK. The new location is 

within four miles of Heath-

row Airport and part of the 

North Feltham Trading Es-

tate Industrial Centre.

 ◗ labConnect, llC (Seat-

tle, WA), a provider of global 

central laboratory services 

for the biopharmaceutical 

industry, has released its 

proprietary clinical trial 

sample tracking and man-

agement service: Sample-

GISTICS™. The system pro-

vides web-based, real-time 

sample tracking including 

collection, shipment, and 

receipt at any laboratory or 

location worldwide.

 ◗ Oracle (Redwood Shores, 

CA) has released the newest 

version of its Health Sci-

ences Clinical Development 

Analytics. The application 

includes new functionality 

that expands visibility into 

clinical programs and stud-

ies, improves the quality and 

timeliness of clinical trial 

data, and helps to simplify 

and prioritize the rapidly 

expanding responsibilities 

of study managers, clinical 

data managers, and site 

monitors.

 ◗ In response to regulators’ 

increasing emphasis on pa-

tient centered data, includ-

ing patient-, clinician-, and 

observer-reported outcomes 
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(PRO, ClinRO, and ObsRO), 

invivodata (Pittsburgh, 

PA) is integrating its con-

sulting division—formerly 

PRO Consulting™—into its 

portfolio of clinical outcome 

assessment consulting 

services. The new service 

will be called invivodata 

Consulting and will comple-

ment and integrate with the 

company’s eSolutions and 

regulatory services.

 ◗ Mytrus (San Francisco, 

CA), an innovative clinical 

technology and services 

company for medical and 

pharmaceutical research, 

debuted its iPad applica-

tion explaining informed 

consent prior to clinical trial 

patient enrollment. Using 

animation and other visual 

imagery, the application 

condenses the complex and 

critical disclosure informa-

tion required at the start of 

a clinical trial into an easy-

to-understand, digitized 

format.  

 ◗ Chiltern international 

limited (London, UK), a 

global CRO, announced the 

establishment of a new legal 

entity in Taiwan. Umakanta 

Sahoo, Chiltern Executive 

Director, Asia Pacific and 

Managing Director, India, 

will be leading the effort in 

Taiwan.

 ◗ ACM Global Central 

lab (Rochester, NY) has 

advanced its hybrid central 

lab model in Mumbai, In-

dia with a state-of-the art 

operational facility dedi-

cated to managing clinical 

trials testing in India and 

provides study support 

throughout Asia Pacific. 

ACM Global oversees the 

full complement of study 

support to keep clinical tri-

als on schedule and on bud-

get, including kit building, 

shipping logistics, project 

management, data manage-

ment, and site support.

 ◗ Moffitt Cancer Center 

(Tampa, FL) has gone live 

with its next-generation 

health and research infor-

matics platform, built on 

Oracle Health Sciences solu-

tions. In early deployment, 

the new platform enables 

Moffitt to accelerate clinical 

trial patient recruitment and 

advance personalized medi-

cine. The new informatics 

environment supports Mof-

fitt’s Total Cancer Care™ 

program by generating new 

intelligence from existing 

systems.

 ◗ industry Standard 

research (Cary, NC) an-

nounced the availability of a 

new report titled The State 

of Patient Recruitment in 

Clinical Trials, which pro-

vides sponsors and service 

providers with valuable 

insight into the activities and 

strategies that drive and re-

strict patient recruitment in 

clinical trials.

New Products 
Announced at  
DIA 2012
 ◗ iGatE (Fremont, CA) 

announces its Research Ac-

celerator platform for the 

life sciences, an end-to-end 

management solution for 

New Strategies for Clinical Trial Designs in Early 
Alzheimer’s Disease and Mild Cognitive Impairment

EVENT OVERVIEW:

This webinar will introduce and analyze new strategies for 

prodromal Alzheimer’s disease (AD) and mild cognitive  

impairment (MCI) clinical trials as well as trials targeting  

asymptomatic/biomarker positive populations. 

Dr. Jeffrey Cummings will be sharing his in-depth know-

ledge  on the latest developments in outcome strategies, 

including patient population selection, single outcomes 

and the role of biomarkers. Dr. John Harrison will provide 

his insights on best practices for cognitive assessment in 

patients of different disease severity. This will be followed 

by a brief outline of practical operational implementation 

of these strategies by Dr. Piotr Chaba. 

WHO SHOULD ATTEND:

r�� "OZPOF�JOWPMWFE�JO�DMJOJDBM�
drug development for early AD 
(pharmaceutical, clinical)

r� "OZPOF�JOWPMWFE�JO�DPHOJUJWF�
assessment for AD studies

 
KEY LEARNING OBJECTIVES:

r� 6OEFSTUBOEJOH�UIF�FWPMWJOH�
standards of how to conduct clinical 
trials in the early stages of AD 
(prodromal AD and asymptomatic 
biomarker positive AD) 

r� 6OEFSTUBOEJOH�UIF�DVSSFOU�TUBUF� 
of cognitive assessment tools for 
early AD studies

r� "XBSFOFTT�PG�UIF�PQFSBUJPOBM�
challenges associated with new 
trial designs and outcomes

PRESENTERS:
Dr. Jeff Cummings

Director 
Cleveland Clinic  
Lou Ruvo Center  
for Brain Health
 
Dr. John Harrison

Principal Consultant  
Metis Cognition Ltd.
 
Dr. Piotr Chaba

Executive Director 
Global Project  
Management
PPD

MODERATOR:
Lisa Henderson

Editor-in-Chief
Applied Clinical Trials

LIVE WEBCAST: Tuesday July 31, 2012 at 11:00AM EDT
Register free at www.appliedclinicaltrialsonline.com/cognitiveimpairment

For questions, contact Kristen Farrell at kfarrell@advanstar.com

Presented by Sponsored by
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R&D that integrates clinical 

information management 

technology and business 

outcomes-based methodol-

ogy for informed decision-

making in R&D. 

 ◗ Oracle Health Sciences 

(Redwood Shores, CA) an-

nounced the latest version 

of its Translational Research 

Center, a platform that 

enables secondary use of 

electronic health records, 

administrative data, and 

omics data to help acceler-

ate biomarker identification 

for drug discovery, clinical 

development, and transla-

tional research. This new 

release integrates genomic 

visualization tools that pro-

vide holistic views of mul-

tiple omics data modalities 

to enable systems biology-

based approaches essential 

for understanding disease.

 ◗ trifecta (Doylestown, 

PA) introduced Investiga-

torSpace.com, designed to 

give clinical trial sponsors 

and sites clinical training 

capabilities for site opera-

tions.The web-based appli-

cation tracks, validates, and 

reports investigator train-

ing activity through one 

interface.

 ◗ OpenQ (Charlottesville, 

VA) introduced OpenQ 

SafeGuard™, a social en-

terprise compliance suite 

for managing social com-

pliance risk. This patent-

pending technology collects 

activity feeds, posts, and 

documents from social plat-

forms and other enterprise 

interactions, to proactively 

identify and classify busi-

ness and compliance risk. 

An intuitive interface helps 

manage compliance cases 

with classification of risk 

level according to industry 

driven and company-de-

fined priorities.

 ◗ Y-Prime technologies 

(Malvern, PA) has ex-

panded its suite of eClinical 

software solutions with 

Prime Publisher™, a con-

catenation tool designed to 

streamline the content re-

view process and combines 

multiple data forms into a 

single, navigable format. 

Prime Publisher simplifies 

processes such as review-

ing large sections of the 

eCTD by combining them 

in a single document.

 ◗ Merge Healthcare (Chi-

cago, IL) released Merge 

eClinical OS, a new clini-

cal trial operating solution 

that provides end-to-end 

study support for trials of 

all sizes. As a single, web-

based solution, it has the 

flexibility to support trials 

in any phase, and capture 

any type of data, from any 

source, over any modality. 

Merge eClinical OS also has 

the scalability to grow if a 

trial increases in size, num-

ber or complexity. Merge 

eClinical OS provides a 

complete menu of clinical 

trial capabilities that can be 

mixed and matched to build 

a solid foundation for each 

trial environment.

 ◗ OmniComm (Fort Lauder-

dale, FL) announced a new 

level of integration with 

PharmaPros that provides 

OmniComm customers with 

a solution offering next-gen-

eration CTMS capabilities 

for mid-sized organizations 

interested in a flexible, SaaS 

solution for clinical trials 

management. This new in-

tegrated solution provides 

capabilities for site man-

agement and monitoring, 

budget tracking and man-

agement, eTMF/document 

tracking, and metrics portal 

and real-time Reporting.

 ◗ BBK Worldwide (New-

ton, MA) launched shop.

BBKWorldwide.com, an 

online resource where clini-

cal research professionals 

can go to learn about, and 

purchase, a full range of pa-

tient recruitment products 

and services. The website 

not only redefines the pur-

chasing process by fostering 

more timely and informed 

decisions, but it redefines 

the audience of purchasers 

to include those looking for 

quick, standalone solutions. 

Clinical trial sponsors who 

previously may not have 

considered purchasing pa-

tient recruitment services 

now have an affordable and 

scalable way to do so. In 

addition to time-tested full-

service solutions, the site 

features a range of recent 

innovations that include: 

Ready. Set. Go. CardSM —a 

quick and convenient way to 

provide global study reim-

bursements; Clinical Study 

NotifierSM—a notification 

service that alerts patients 

to clinical trials; eBinder: 

Study iPads®—a communi-

cation platform that makes it 

easy to manage documents, 

data and study personnel 

across multiple sites, clini-

cal teams, and continents. 

 ◗ Comprehend Systems 

(Palo Alto, CA) has made 

its access to comprehensive 

data analytics, visualiza-

tions, and reports with Com-

prehend Clinical available 

through the cloud. With 

this new delivery option, 

clinical research teams can 

make Comprehend Clinical 

seamlessly available to end 

users, enabling data analy-

sis across multiple studies, 

contract research organiza-

tions, or clinical data collec-

tion systems, without any 

changes to internal IT infra-

structure or data center.

 ◗ Medical Research network 

(MRn) (Buckinghamshire, 

UK), which offers home 

trial and site nurse support 

as well as bespoke recruit-

ment and retention services, 

has unveiled its new patient 

scheduling tool to manage, 

report, and track clinical 

trial projects in real time. 

MRN-SMART incorporates 

a digital pen data capture 

facility. When MRN’s 

nurses visit patients in the 

home they can complete 

their records forms as usual 

however now data is now 

also automatically stored 

electronically on a central 

network which provides au-

tomatic tracking, enhanced 

visibility of trial data, and 

increased security.

•	Pharmanet/i3 (Princeton, 

NJ), announced a major 

new release of the Phar-

maNet/i3 Interactive Re-

sponse Technologies (IRT) 

clinical trial randomization 

and supply management 

system. The new release 

expands capabilities by pro-

viding a wide array of con-

figurable functionality for 

both the web and telephone. 

Offered via a Software as 

a Service delivery model, 

the new release enables 

sponsors to realize compre-

hensive randomization and 

supply management solu-

tions for their trials using 

configurable, pre-validated 

software components. 
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Standard of Care in Study BudgetingSurvey reveals industry practices 

surrounding standard of care and 

insurance claims data.

Harold e. Glass

P
harmaceutical executives readily acknowledge that 

their industry faces a number of broad challenges, 

not the least of which are the escalating costs of de-

veloping new drugs and a weak public image.1 Both 

issues intersect in one area of drug development: 

clinical grants. Based upon an industry survey of people 

working in clinical operations, and an analysis of grant pay-

ments from the perspective of standard of care (SOC), this 

article argues that cost management and fair market value 

can be far more effectively addressed than has been the prac-

tice to date.
Clinical grants represent a major and growing cost of 

developing new drugs. These rapidly increasing costs have 

been extensively documented and analyzed, 2 and the re-

search suggests that clinical trials are the largest single area 

of R&D operating expenses, with clinical investigator grants 

representing the bulk of these costs. Many drug develop-

ment managers appreciate the need to control clinical trial 

costs. One important, if underappreciated, approach involves 

avoiding double payments for activities that would be nor-

mally covered by third-party payers (including Medicare and 

Medicaid in the United States) as part of the standard care 

that any patient would receive at that clinical research site, 

whether or not that patient is part of a clinical trial. While 

sites are ethically prohibited from enrolling a patient in a 

clinical trial if that patient would not otherwise be treated 

for the illness being studied, many of these patients would 

be partially covered by third-party payers as part of the stan-

dard of medical care.Understanding the standard of medical care, however, 

can be particularly dif f icult when studies involve mul-

tiple countries. At one end of the health continuum some 

countries are moving toward national medical 

treatment protocols—the UK’s National Health 

Service is one example. While health care in 

many countries has one dominant payer, few 

countries have just one agency delivering almost 

all their health care, as is the case in the UK. In 

sharp contrast, the United States has multiple 

payers and health care delivery organizations. 

Such differences challenge clinical development 

teams as they seek to establish medical standard 

of care guidelines for clinical trial grant pay-

ments. In the United States, however, it is easier 

to establish what constitutes standard of care 

through the payment practices of third-party 

payers.
A second pharmaceutical industry challenge is 

the changing relationship with physicians. After 

intense scrutiny from both within and outside 

the industry, pharmaceutical companies have 

now developed more stringent guidelines about 

what they can give to prescribing doctors. For 

instance, new guidelines prohibit gifts of any sort, 

restrict meals to those associated with actual 

medical education, and prohibit industry em-

ployees from giving any other objects to medical 

professionals.  Some pharmaceutical industry observers are 

also concerned about the financial relationship be-

tween investigators participating in clinical trials 

and the companies sponsoring the trials. These 

observers have questioned whether the grant 

amount for a clinical trial reflects payment only for 

work performed or whether the payment might be 

an attempt to influence investigator behavior. In 

these instances, the foremost concern is whether 

investigators are being paid at fair market rates or 

at inflated rates that might influence their behav-

ior. 3 While some published research links relative 

grant payment levels with subsequent investigator 
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A Closing Thought

When a patient’s life is on the line, 

the luxury of time is not available for 

an elaborate evaluation. ED physicians 

want to be especially comfortable with 

the safety and efficacy of a therapy since 

there are limited follow-up visits com-

pared to a trial in the typical clinical set-

ting. Therefore it is vital to conduct early 

stage studies to accumulate as much data 

as possible. 

In addition to safety and efficacy data, 

it is also beneficial to show other phar-

macoeconomic endpoints, such as reduc-

tion in hospital stays, which help make a 

compelling case for encouraging patient 

enrollment in the trial.

In addition to ensuring that ED physi-

cians are comfortable with the investiga-

tional therapy, the timeframe for treat-

ment should closely resemble a real-world 

scenario. For example, if an endpoint is 

reduction in hospitalizations after five 

hours, but the ED physicians typically 

decide to admit much earlier, then this 

might inhibit a clinically beneficial im-

provement outcome.

To maximize success, design the trial 

to ensure that the trial endpoints match 

the real-world decision points. Following 

this match rule will not only help get to 

the next stage of clinical development, 

but also, if everything else falls into 

place, commercialization. 

Finally, when gauging enrollment pat-

terns, it is important to understand the 

underlying patient population and other 

factors, such as seasonality. If a condi-

tion, such as AEA, is more prevalent 

during the winter, for example, then sites 

need to be prepared to be busier during 

the cold months—and have patience if 

enrollment is not as high as expected 

during the warmer months. 

AEA study
MediciNova recently completed enroll-

ment in a Phase II clinical trial evaluat-

ing the safety and efficacy of a drug for 

treatment of AEA. A total of 176 patients 

suffering from AEA in the ED who were 

not promptly responding to standard 

pharmacotherapy were enrolled. In ad-

dition to the inherent challenges of the 

ED setting, another challenge presented 

itself: How to measure AEA patient prog-

ress in an organized way, as this was not 

standardized. Through careful advance 

planning, the company developed a mea-

surement and validated it, so it could 

evaluate the predicted change in lung 

function from baseline. 

The smooth operation of this trial has 

hinged in part on careful attention to 

the considerations such as those noted 

above, and will help MediciNova plan its 

Phase III clinical program, in which it 

will determine if the inclusion/exclusion 

criteria can be broadened to support the 

goal of commercialization. 

Considering these factors could ben-

efit every company, especially smaller 

ones, that wish to test their therapies in 

the emergency setting while minimizing 

financial expense and time. ❏

C
onducting clinical trials in the emergency department (ED) setting 

presents unique challenges for all companies, but especially for 

smaller biotechs feeling the constraints of funding and time. This 

might partly explain why the current standard of care to treat acute 

exacerbations of asthma (AEA), for example, hasn’t changed in more 

than 20 years. Prior to initiating a trial with ED sites, three factors must 

be thoroughly considered in order to achieve success: investigators’ 

unique needs, study timing, and enrollment patterns.

Prior to initiating a 
trial with ED sites, 

three factors must be 
considered in order to 

achieve success.

Yuichi Iwaki, MD, PhD 

Founder, President and 
Chief Executive Officer 
MediciNova, Inc. 
E-mail: info@medicinova.com

Emergency Department Setting Trials
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