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From DIA
Did you miss the eShowDaily in your 

inbox on June 23 and 24? That' s when 

Applied Clinical Trials sent out its live 

reports from DIA, and included speaker 

interviews, session reviews, exhibit floor 

happenings, news, and more. 

If you missed DIA, or couldn' t attend 

a particular session that we did, or didn' t 

open our eShowDaily email for the two 

days in San Diego, visit our Online 

Extras to read up on the happenings. 

Online Extras 
The Online Extras section of AppliedClinicalTrialsonline.com 

is getting a lot of attention. Visitors who access these items 

are up in the past two months.

■  Online Extras are posted to the Web site and include news, 

opinions, updates, and peer-reviewed articles that are written 

exclusively for AppliedClinicalTrialsonline.com.

■  In mid-June, for example, we featured an opinion piece ª When 

is EDC Not ePRO?; an update on the FDAs stance on Electronic 

Medical Records; and a peer-reviewed article titled ª CRO 

Precontract Audits.º

■  What is the value of Online Extras? It ' s information that 

you won' t see in the print publication of Applied Clinical Trials. 

Our Web site gives us the versatiity to update visitors and 

regular print publication readers on valuable material in a more 

timely fashion.

So visit back and check out Online Extras often!

Applied Clinical Trials'  Digital Edition 

is now located on the home page.  The Digital 

Edition is emailed to subscribers who specify 

that they want to receive Applied Clinical 

Trials electronically, or visit the Web site and 

view the magazine 

from the home 

page icon.

What is different 

about the Digital 

Edition? It features 

the same great 

content as the print 

edition, in the same 

look and feel. Currently, the differences are 

related to advertisements that are animated, 

or content that is highlighted or tabbed. The 

future may bring editorial podcasts, video 

clips, and more. 

How often do you read your favorite blogs?

Source: Appliedclinicaltrialsonline.com, June 2-17, 2009

To Blog Or Not To Blog
Even though the votes may say different, Applied Clinical Trials will 

begin to blog sometime this month. Opinions, news, observations, 

interviews, and links to the noteworthy on the Web will be provided by 

the Editors each day. We hope to involve more in the online blogalogue. 

Please visit and comment or offer us your blog. 
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A Thank You to Our EAB

L
ike most companies this year, Applied Clinical Trials is feeling 

the pocket pinch. This precluded us from having our annual 

dinner to honor and thank our Editorial Advisory Board 

members, which we schedule during the DIA U.S. meeting. But times 

what they are, indulging in a good meal, glass of wine, and good 

conversation were not to be. In an effort to both honor and thank 

the EAB, as well as my own good faith efforts toward the current 

industry focus on transparency, I' d like to publicly explain their role in 

producing this 18-year-old publication.

The Editorial 
Advisory Board 
members provide 
a level of clinical 
trials expertise 
to our everyday 
processes.

Applied Clinical Trials '  is a peer-

reviewed publication. Every feature 

length article that appears in print 

or online with this icon means the 

article has met the 

qualifications of 

expertise review by 

the members of our 

Editorial Advisory 

Board, whom you' ll 

find listed on the 

previous page. Occasionally, we do ask 

outside experts to review articles.

The peer-review process offers 

the following benefits: authoritative 

overview by industry experts; 

application of higher standards of 

content in the requests and revisions 

made to authors; and it offers more 

precise and practical information than 

the editors could provide.

For example, as editors we can 

interview and write informative and 

topical articles about industry to 

industry, however, we have actually 

never conducted a clinical trial. The 

articles that are accepted and approved 

through peer-review are written by 

people who live and breathe that aspect 

of clinical trial conduct every day.

Articles that are received for peer-

review are sent to the reviewers in 

a ª blindedº  fashion. That is, neither 

author nor reviewer ever know 

the other. Information that would 

identify the author is deleted. As a 

side note, many don' t agree with our 

blinded process. Some of our Board 

members and reviewers from our sister 

publications believe that blinded is 

akin to physicians who don' t disclose 

their financial ties to a pharmaceutical 

company in reviewed papers submitted 

to a medical journal.

We receive on average 120 

manuscripts for consideration each 

year. The EAB is a conscientious 

group. Their reviews are detailed and 

well thought out commentaries that 

go far beyond what we ask on our 

standardized manuscript review form. 

Their valuable suggestions are passed 

along to the author in the form of 

requested revisions.

There are very few manuscripts 

that go through the process without 

revisions. There are some articles 

that the editors really thought were 

valuable that the Board has rejected, 

and others the Board has thought were 

exceptional that we thought weren' t 

even a blip on the screen, which is a 

tribute to the process.

The Board members also write 

articles; advise on Web site content; 

share their concerns about industry; 

and keep editors informed on current 

topics. So thank you members of 

Applied Clinical Trials'  Editorial 

Advisory Board. This magazine would 

not be the well-respected one it is 

without your contributions.

From the Editor
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Don' t Forget 
Commercial Aspects!
Lute, Eslinger, and Jacobus 

should be commended for 

reminding us in their article 

ª Strategy First º  (May 

2009) how important it is 

to have a proper strategic 

development plan in place 

even before starting the first 

development activities.

However, I think that

they have missed an impor-

tant point in their definition 

of the purpose of the plan, 

when they state that the ª goal 

for development is to obtain 

marketing authorization.º

The ultimate goal 

of development for any 

reasonable organization 

should be to successfully 

market an efficient and safe 

drug. To achieve this goal, 

one must obtain marketing 

authorization, but also 

every level of the different 

steps of the development 

plan, since for instance, a 

perceived weakness against 

a competitor may require 

the clinical development 

plan to include additional 

clinical studies.

In the end, it is the quality 

of the product that will 

make it a success or not. 

As much as I agree that a 

bad development plan may 

impair the success of a good 

product, I am afraid a good 

development plan will not 

save a mediocre product. 

Better to identify such a 

product as early as possible!

Jean-Pierre Isal, MD

Drug Development Consultant

London, UK

make sure that at the end 

of clinical development, 

one would end up with a 

commercially viable product.

Many reasons can lead to 

a scientifically and medically 

excellent product not being 

suitable for marketing. To 

name a few: excessive cost of 

goods, competitors reaching 

market earlier, a crowded 

market, wrong perception of 

current and future medical 

needs, inadequacies in the 

pricing and reimbursement 

environment.

I therefore believe that 

at the very beginning of 

the development process, 

in addition to the points 

rightly mentioned by Luke 

et al., there should be a 

careful assessment of the 

commercial and financial 

viability of the project. This 

should be brought in at 

Reporting Concerns
Drug safety has become a sig-

nificant issue to many portions 

of society. High visibility issues 

like the Vioxx litigation have no 

doubt increased that salience 

among the general public. 

Moreover, with changing demo-

graphics, economic trends, and 

wider numbers of medical appli-

cations of prescription drugs, 

usage of these drugs will only 

increase, as will the accompany-

ing issue of drug safety.

There is a noteworthy uneasi-

ness among some U.S. clinical 

investigators about the reporting 

systems associated with serious 

adverse events (SAE) in clinical 

trials. Among the challenges 

of running clinical studies, SAE 

reporting received the high-

est mention in this random 

sample of over 1000 investiga-

tors, regardless of whether the 

investigator site was a dedicated 

research organization or not, or 

whether the investigator was 

highly experienced or not.

Clinical investigators may be 

more sensitive to the general 

issue of drug safety because 

others have given such atten-

tion. For example, the Institute 

of Medicine highlighted the dif-

ficulty of anticipating possible 

drug safety issues with marketed 

drugs based upon the relatively 

small number of patients taking 

part in clinical research studies.

Investigator unease with SAE 

reporting may open other ques-

tions for sponsors. For instance, 

clinical investigators who feel 

uncomfortable with drug safety 

reporting may become more 

reluctant to allow their patients 

to participate in trials.Ð TTC 

(For more information, please 

contact help@ttc-llc.com.)

Investigator Dissatisfaction with Clinical Trial Activity

A random sample of over 1000 clinical investigators reveals what areas of clinical 
trial activity they were most dissatisfied with. Here are the top five responses.

Source: TTC

Letters to the Editor

Send your Letters to the Editor to 

lhenderson@advanstar.com.
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I
n 2007, prior to that year' s DIA 

meeting, Parexel announced 

its Start-up and Accelerated 

Recruitment Team (START). 

Now, two years later, the Team has 

added to its base of experts, as well as 

its accomplishments. In an interview 

with Applied Clinical Trials, Lars-

Olof Eriksson, PhD, MSc, recently 

announced vice president of START, 

discussed the three-prong integrated 

approach of START and its influence 

on clinical trial decisions.

Eriksson most recently was 

senior director in Clinical Research 

Operations specializing in patient 

recruitment at Merck. Of the START 

group, he says, ª What we have 

are really clear 

strategies that 

were expressed 

by leadership at 

Parexel to take a 

strategic focus on 

planning and execution of clinical 

trials and put the right resources in 

place and apply a more data-driven 

approach to help sponsors accelerate 

study initiation and achieve Last 

Patient InÐ LPIÐ milestones.º

Three part START
To that end, within START, there 

are three groups that now report to 

Eriksson. These are the Feasibility 

and Clinical Informatics; Study 

Start-Up and the Patient Recruitment 

Planning groups. Each group applies 

both internal and external tools and 

databases to its specific clinical trial 

function and works closely in parallel 

and in concert to deliver knowledge 

to the client, as well as develop 

milestone timelines.

With a focus on helping sponsors 

overcome the financial costs associated 

with both subject recruitment and site 

start-up delays, START is applying data 

in an integrated approach earlier in the 

phase process.

For example, the feasibility group 

can apply data mining techniques 

to both internal resources on 

investigators (past performance), and 

external databases (clinicaltrials.gov, 

as one example), and previous protocol 

comparison to clinically and medically 

determine feasibility. From there, 

specific determinations can be made 

on the protocol design. ª For example, 

with one diabetes study, we had the 

possibility of identifying 30,000 to 

50,000 patients. After the availability 

of patients and the cumulative 

effect of enrollment were modeled, 

we had 28,000 patients. Weighing 

this information against the actual 

protocol, there were nine patients left,º  

said Eriksson. ª Our focus is to create 

more awareness with the client of this 

type of feasibility assessment, and to 

discuss potentially  opening up the 

protocol more, for instance, while still 

fitting the study requirements.º

From there, the Team then can 

model and forecast its study timelines 

for sponsors that are reliable.

The Start-Up unit uses a propriety 

calculator (Scenario Planning and 

Recruitment Calculator or SPARC) 

to take all the data and apply it in the 

calculator' s algorithms to activate the 

sites. ª The sites can be categorized 

as simple, or complex, usually based 

on the regulatory requirements 

of each. Complex sites usually are 

the larger academic institutions,º  

explained Eriksson.

The Patient Recruitment 

Planning group uses Parexel patient 

recruitment specialists to develop the 

outreach plan.

During the typical two- to six-

month period where sponsors are 

awaiting regulatory approval, the 

CRO is actively working on the site 

and recruitment activities. So, for 

example, the sites are being

qualified, but more than that, the 

specialists are actively pre-identifying 

the patients that would be eligible 

for that study. ª We can see if each 

site that has been chosen has enough 

to deliver on the study according to 

plan, or if we need to launch back up 

sites,º  explained Eriksson.

The specialists also explore patient 

records for insight into reading habits, 

interests, etc., that 

would help guide 

the recruitment 

plan. ª It helps to 

communicate more 

effectively to the 

patient, if she is a 50-year-old post-

menopausal woman or a 20 year-old 

college student,º  said Eriksson. ª How 

do we appeal and respond to those 

individuals in outreach.º

For Eriksson, who has a 30-year 

history of experience in patient 

recruitment, site implementation, 

project management, and global drug 

development, his passion for the 

Parexel approach is evident. ª It is a 

unique program out there in regard to 

both sponsors and CROs.º

Eriksson believes this aspect

of the industry holds unique 

challenges. Specifically in regard to 

EMRs, patient registries, and

the like, which have promised 

integration via the Obama 

administration. ª The information 

is out there that we can use, but the 

challenge is to mine that data in a 

legal and ethical way,º  emphasizes 

Eriksson. Ð Lisa Henderson

Integrated START for Studies

News

Each group applies both internal and 

external tools and databases

to its specific clinical trial function.
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Protecting Subjects: The IRBs Role Today I N T R O D U C T I O N

I
n early March, reports regarding the 

ª stingº operation which involved Coast 

IRB began streaming in. On March 26, 

2009, the hearings on the results of 

the investigation of for-profit Institu-

tional Review Boards (IRBs) by the Con-

gressional Subcommittee on Oversight 

and Investigations were heard.

Under direction of the House of Rep-

resentatives Committee on Energy and 

Commerce (Rep. Bart Stupak, D-MI, 

and Rep. Henry A. Waxman, D-CA, and 

Chairman of the Committee), the Govern-

ment Accountability Office (GAO) con-

ducted an undercover investigation of the 

for-profit IRB review process. It based 

its decision on previous for-profit IRB 

warnings, as well as an increase in rev-

enues over the past several years, which 

caused concern that IRBs could be ª rub-

ber stamping experimental research pro-

tocols in order to collect fees.º

During the hearing, Rep. Stupak stated 

that the GAO submitted a ª fictitious study, 

led by a fictitious doctor, and submitted 

by a fictitious company.º  This false medi-

cal device study and its accompanying 

protocol were submitted to three IRBsÐ all 

of them ª for-profitº  or commercial IRBsÐ

not affiliated with a larger academic re-

search institution. One, Coast, approved 

the study. The two other unnamed IRBs 

did not. During its investigation, the GAO 

also took to task the Department of Health 

and Human Services by registering a fic-

titious IRB, and getting proposed work 

through this falsified IRBs'  Web site.

The immediate outcome of this investiga-

tion was that Coast IRB made the decision 

to close its business, with other IRBs step-

ping in to help vet out the studies, since 

none of the studies that were under Coast' s 

oversight were deemed cause for closure.

Next Steps

When violations in human subject protec-

tion are assumed, there is outrage. Many 

within the industry questioned Coast' s ap-

proval of the fictitious study as the events 

unfolded. Others felt that Congress basi-

cally engaged in a witch hunt and abuse 

of taxpayers money. Others questioned 

why sponsors would continue to use an 

IRB that had citations and a warning let-

ter already in its file. However, the long-

term implications from the Congressional 

setup are not as cut-and-dry.

We have little insight into how events like 

the Congressional investigation of Coast 

actually impact the public' s perception of 

clinical trials and drug research. We have 

very little working knowledge on the best 

way to oversee human subject protections 

moving forward. We do know there already 

is a high level of mistrust of pharmaceuti-

cal companies, as well as the FDA, by the 

general public in regard to patient safety.

Protecting Subjects: The IRBs Role To-

day is intended to take the Congressional 

events, the current political climate, and 

the processes necessary to ensure sub-

ject protection one step further. The fol-

lowing articles apply clarity to a situation 

and a part of the industry, which to quote 

one author, ª is cloaked in mystery.º

Many in the clinical trials industry have 

a working knowledge of what an IRB 

does, and the following articles assume 

The Congressional Hearing that Led to the Questioning of IRBs is 
Past. Now Sponsors/CROs, IRBs, and Sites Can Learn from History

Safeguards Applied to Research
Applied Clinical Trials '  Editors
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that kind of basic understanding. These 

articles also explore better relationships 

between all stakeholders in the clinical 

trial industry in regard to the IRB process; 

suggestions for IRBs to examine their 

own processes; as well as suggestions 

for sponsors who are looking at their IRBs 

and the ethics of human subject protec-

tion in research with new eyes.
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  Applied Clinical Trials '  Editors

 4 What Should Sponsors

  Ask Their IRB?

  Cami Gearhart
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Protecting Subjects: The IRBs Role Today

I
s there anything a sponsor can do 

to prevent the chaos and cost of a 

shutdown of its ethics board? By ask-

ing a few key questions, a sponsor 

should be able to minimize the risk of 

a suspended study and the cost of a re-

review. Many independent and institution-

ally-based ethics boards provide excellent 

and reliable services. A sponsor can iden-

tify a reliable board by asking questions 

about the board' s documented processes, 

accreditation status, quality systems, and 

resources to handle the proposed project.

These questions can be asked of both 

independent review boards and institu-

tionally-based review boards. The term 

ª independent º  review board describes 

a freestanding organization that focuses 

on providing ethics review services. An 

institutionally-based review board (also 

called a ª localº  review board) is often a 

committee or department of the univer-

sity, hospital or research organization 

that will be doing the research. Through 

a quirk in the federal regulations, all of 

these types of ethics review boards are 

called ª institutional review boardsº  (IRBs) 

in the United States.

What should a sponsor look for?

First, it is important for the IRB to have 

written procedures. The FDA has pub-

lished a checklist of processes that an 

IRB should document (see http://www.fda.

gov/oc/ohrt/irbs/irbchecklist.html). If the 

sponsor has the resources to conduct a 

pre-qualification audit, the FDA checklist 

provides a road map for the processes 

and documentation to review. Even if the 

sponsor is not able to visit the IRB on-site, 

most IRBs will provide a table of contents 

of their processes upon request to allow 

the sponsor to obtain an overview of the 

IRB' s written processes.

The sponsor also should insist on ac-

creditation of the IRB. Earlier this year, 

Pfizer became the first pharmaceutical 

company to state publicly that it would 

use only accredited IRBs for its clini-

cal research. Other major sponsors may 

soon follow suit. Many major universities, 

institutions, and independent IRBs are 

accredited. A number of accredited eth-

ics review board organizations are avail-

able in Canada.

Why is accreditation important?

Through accreditation, an independent 

third party verifies that an organization has 

an adequate set of written processes and 

follows those processes. Until 2005 there 

were two accrediting organizations, but 

since 2005 there has been only one: the 

Association for the Accreditation of Human 

Research Protection Programs (AAHRPP).

AAHRPP maintains a number of cat-

egories of accreditation, such as full ac-

creditation, qualified accreditation, and 

probation. The accreditation status of an 

IRB can be confirmed on the AAHRPP 

Web site at www.aahrpp.org. Accredita-

tion is a rigorous process that includes 

a review of written procedures, a review 

of IRB member abilities and training, and 

interviews of sponsors, staff, board mem-

bers, and investigators. A sponsor that 

chooses an accredited IRB knows that 

the IRB has built extensive safeguards 

Accreditation, Previous Audits, Capacity, and Research Community 
Support All Factor Into Deciding on an Ethics Board

What Should Sponsors Ask Their IRB?
Cami Gearhart
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into its operations and adheres to the 

highest standards for research.

Is there any regulatory 

action against the IRB?

Another important question to ask is 

whether a government agency has taken 

regulatory action against the IRB. A spon-

sor should ask an IRB for all documenta-

tion of all of its FDA audits. This docu-

mentation might include inspectional 

observations as reported on a FDA 

Form 483 or, of greater significance, 

warning letters (which are issued for 

violations of regulatory significance). 

A sponsor also can confirm whether 

an IRB has received a warning letter 

by searching under the FDA' s Web site at 

http://www.fda.gov/foi/warning.htm.

The other government agency most 

involved in IRB oversight is the DHHS 

Office of Human Research Protections, 

or OHRP (see http://www.hhs.gov/ohrp). 

OHRP has jurisdiction over many feder-

ally funded studies and a sponsor should 

ask for documentation of any adverse 

regulatory action by OHRP.

Does the IRB support 

the research community?

A sponsor also might want to ask about 

the IRB' s participation in organizations 

that support the research community. 

Many independent IRBs, for example, be-

long to the Consortium of Independent 

Review Boards, or CIRB, a non-profit or-

ganization with a central mission of as-

suring the protection and rights of human 

research subjects, while promoting the 

integrity, high quality, and effectiveness of 

the independent IRB process (see http://

www.consortiumofirb.org).

IRBs also are active in national orga-

nizations such as Public Responsibility 

in Medicine and Research, or PRIM&R 

(see http://www.primr.org), or in regional 

nonprofit organizations that belong to the 

States United for Biomedical Research 

(http://www.statesforbiomed.org).

How many studies does the IRB 

handle annually?

Sponsors should inquire into whether 

the IRB has the capacity to handle the 

proposed project within the desired 

time frame. Both independent and local 

IRBs can become overwhelmed by one 

large study or by the demands of mul-

tiple studies. A sponsor should ask how 

many studies and sites the IRB handles 

annually. The sponsor also should make 

sure the IRB' s timelines for reviewing 

the study and generating approval docu-

ments are consistent with the research-

ers'  expectations.

Does the IRB have a quality 

system in place?

Finally, a sponsor should ask whether the 

IRB has a quality system to help mini-

mize error. The usual elements of a qual-

ity system include process change con-

trol, an employee training program, quality 

control checks on approval documents, a 

ª CAPAº  (corrective and preventive action) 

program, and an audit program. Don' t 

hesitate to ask the IRB for details on how 

it approaches any one of these elements.

This year' s events have left many mem-

bers of the research community worried 

about the reliability of their ethics review 

boards. By asking a few key questions, 

however, sponsors should be able to iden-

tify those organizations that are capable 

of maintaining the integrity and quality of 

their ethics review processes.

Cami Gearhart is chief executive officer of Quorum 

Review, Seattle, WA, www.quorumreview.com.

appliedclinicaltrialsonline.com  APPLIED CLINICAL TRIALS    5July 2009

A sponsor that chooses an 

accredited IRB knows the IRB 

has built extensive safeguards 

into its operations.



I
RC' s tag line; dedicated to the protec-

tion of human subjects through appli-

cation of laws, regulations, and com-

mon sense, can pose a challenge to 

live up to. After all, what to one person 

is a reasonable, common sense solution 

to a problem is, to another person, mis-

sion-creep, overkill, and indicative of a 

lack of understanding.

Why is common sense an issue? Rules 

are often considered to be either black or 

white, there can be little flexibility. IRBs, 

however, were created specifically to con-

sider shades of grey. There are conflicts 

between science and rights and there are 

conflicts of mission. Without an underlying 

appreciation of resources, policies, and 

the uncommunicated choices and strate-

gies of our partners, common sense can 

turn to Babel. Common sense helps rec-

oncile multiple problems.

IRBs operate in a constrained regula-

tory world. There are the FDA' s IRB and 

consent regulations and numerous ancil-

lary regulations, the Common Rule, state 

rules, and of course HIPAA. Each institu-

tion and site has its own rules and culture.

A self-imposed constraint comes from 

accreditation. AAHRPP (Association for 

Accreditation of Human Research Protec-

tion Programs) requires an integrated Pro-

tection Program with the IRB integrated 

into an institutional protection network. 

Where there is a functional program, the 

IRB is able to pursue its original purpose: 

review of proposed or continuing stud-

ies. AAHRPP recognizes the individuality 

of each institution and simply asks for an 

integrated program. This means that each 

IRB is unique, as is each sponsor and 

site. A central IRB such as IRC' s cannot 

become fully integrated into the programs 

of multiple sponsors and sites but must 

know to whom to report issues.

Introducing common sense is l ike 

swimming upstream into a bureaucracy 

serenaded by ª we have always done it 

this way.º  It is easy to go with the flow 

but, when we do, changes will never be 

made. At IRC we continuously seek to 

push the envelope on behalf of subjects 

to write sensible, readable, and under-

standable consent forms.

With rules seen as black or white, 

with each IRB, institution, sponsor, and 

site having different concepts, and all is 

chaos, how can common sense be intro-

duced? If the following ideas are used in 

planning, presenting, and reviewing stud-

ies, perhaps some common sense will 

enter the process.

Live the Belmont Report. When the 

Belmont Report was written, doctors still 

sat on thrones and subjects rarely knew 

they were subjects. Belmont' s authors 

tempered ª Beneficenceº  with ª Respect 

for Persons,º  thus requiring a balancing 

of science and subjects. Within IRBs and 

among sponsors and investigators, there 

are people who place a higher value on 

scientific inquiry and those who value the 

rights of subjects more highly. Frequently 

there is no right or wrong but simply a bal-

ancing of ethics and healthy inquiry.

Celebrate subjective rules. The regu-

lations are very subjective: risks should be 

ª reasonableº  in relation to the ª importanceº  

of the knowledge that ª may be expectedº  

In the IRB World, An Application of Flexibility and Learning 
to Live with Shades of Grey is Helpful

Common Sense and the Rules
Erica Heath
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to result, subject selection should be ª eq-

uitable,º  and informed consent should be 

ª appropriatelyº  documented. This gives 

remarkable interpretive leeway. The regula-

tion writers in the 70s were well aware of 

this and it was intentional. They asked a 

diverse membership to use their judgment 

to work within this subjective framework in 

which absolute rules are inappropriate.

Use the rules flexibly. Is IRB approval 

required? Is the study FDA regulated? Are 

there human subjects? Can consent be 

waived? Assuming the answer and sub-

mitting an application to the IRB results in 

needing to comply with all aspects of the 

rules. Consider the need to obtain con-

sent from anonymous 

donors. Consider the 

tone of recruitment 

materials used for a 

safety study of a mar-

keted device. Knowing 

and using the rules correctly but flexibly 

can help avoid these conundrums.

Consider your mission and culture. 

Each party to research has a unique cul-

ture. A current example of conflict of mis-

sion is review of drug Safety Reports. IRBs 

have long considered these reviews to be 

onerous and without value. Industry has 

believed IRBs were required to review them 

for subject protection and rejection was 

seen as abdication of a duty. There are 

better alternatives being adopted that rec-

ognize both views. At IRC we seek to un-

derstand our clients'  mission and values.

Remember the subject. Subjects 

never read at a 5th or 8th grade level but 

at a range of levels. Some want to know 

every detail while others are satisfied with 

generalities. Within any given eligibility 

profile, some are more vulnerable than 

others. At IRC we seek a recruitment and 

consent process and form to match the 

circumstances. The more sensible the ap-

proach, the more subjects will benefit.

Share the rationale. When an IRB 

receives an investigators'  response to 

questions that says no alteration will be 

considered, it is nice to know who made 

that decision and why. Is it because, ª the 

FDA demanded it,º  or because it has al-

ready been reviewed by 50 IRBs; was 

there a safety issue or design demand 

that wasn' t appreciated fully; or did some 

intermediary just want to avoid making 

waves with their client? Reviewing a re-

quest is much easier when the recipient 

knows the reason for the request. No IRB 

should be asked to assume facts.

Avoid over-reaction. With each warn-

ing letter posted on FDA' s Web site, each 

483, each guidance, and following most 

conferences, there are reactions. Ques-

tions are added to submission forms and 

checklists. Another 

paragraph goes on 

the template consent 

form. These changes 

never go away! Find-

ing ways to remain 

compliant while avoiding reactive maneu-

vers involves creative thinking.

Communicate. No protocol stands 

alone; it is the end result of many hours of 

strategy with many people. IRB members 

have only a slice of a larger picture. Fail-

ing to paint the larger picture may derail 

an otherwise easy approval.

IRC, as a remote, central IRB, cannot 

occupy the room down the hall as an 

academic IRB might. By using our com-

mon sense and by communicating and 

brainstorming solutions with our clients, 

we seek to create a partnership.

Living in a completely black and white 

world would be easier, but we live in a 

world painted in shades of grey. Taking 

advantage of the inherent flexibility built 

into many of the rules, clarifying motiva-

tions, and creating clear communication 

will help us maintain the range of color 

that makes research so interesting and 

exciting.

Erica Heath, CIP, is president of Independent 

Review Consulting, San Anselmo, CA,

www.irb-irc.com.
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Protecting Subjects: The IRBs Role Today

A 
question was asked recently 

at an IRB Congressional hear-

ing, ª How many studies did you 

disapprove?º  In the opinion of 

the Ethical Review Committee 

(ERC) an independent institutional review 

board (IRB), the question did not take aim 

at the real concern of potential IRB fail-

ure to protect the human participant in 

research. It is not the objective of the IRB 

to disapprove research. Our purpose is to 

help facilitate potentially valuable research 

in a manner that safeguards the human 

participant, promotes compliance with the 

FDA regulations, and takes into consid-

eration the ethics and scientific design of 

the protocol.  

The ERC views this objective with seri-

ous intention and attempts to achieve it 

through partner relationships and educa-

tion rather than a ª roadblockº  mentality. 

At times a ª cloak of mysteryº  seems to 

surround the IRB process. Even among 

experienced investigators and sponsors a 

lack of real understanding of what the IRB 

does and how determinations are made 

may exist. Asking questions of the IRB has 

been described as ª asking your dad for 

the car keys as a teenager.º Most investi-

gators in private research, as well as many 

of the staff representing the sponsors and 

contract research organizations (CROs), 

have never observed or participated in 

an IRB review meeting. They often do not 

understand the purpose for the informa-

tion requested by the IRB committee or 

administrative staff.  

In an alliance of partnership with the 

sponsor and investigator, the IRB can 

help accomplish the desired outcome of a 

higher level of compliance through educa-

tion rather than from an enforcement per-

spective. This compliance helps protect 

the study participant' s safety and well-

being. It also facilitates a more controlled 

research environment resulting in accurate 

data collection, which in turn supports the 

ultimate goal of a successfully conducted 

research project.

Noncompliance, or the failure to comply 

with the regulations, ranges in scale from 

inattention to details to intentional scien-

tific misconduct. Serious noncompliance 

can result in the suspension or termination 

of IRB approval. The costs of noncompli-

ance can have considerable impact on the 

research trial.

What are potent ia l outcomes of 

scientific misconduct and questionable 

research practices?

Increased risk to research participants:

■ May result in an increase of participant 

complaints and concerns.  

Inaccurate data collection:

■ Jeopardizes the reliability and validity of 

a clinical trial. Misconduct by a single 

investigator can have a broad impact on 

projects initiated by several sponsors.

■ May result in the exclusion of data col-

lected at that site, which wastes time, 

money, and the resource of participants.

■ Potentially skews data that could affect 

the worldwide population such as drug 

recalls, lawsuits, and need for additional 

data collection. 

IRBs Can Provide Education and Facilitate Better Relationships 
to Improve Research Compliance

Compliance Through Partnership
Terri Majors
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■ May result in the FDA' s refusal to accept 

data from the research in support of a 

marketing application. This can increase 

drug development costs and postpone 

product approval, leaving some patients 

without effective treatments for longer 

periods of time.

Budget and management increases:

■ Additional monitoring and reporting 

requirements.

■ Increased involvement of Senior Man-

agement, Quality Assurance, and Legal 

departments for sponsor, CRO, and IRB.

■ Potential FDA investigation.

■ Potential damage to relationships 

between sponsor, CRO, and IRB.

Negative impact to research image:

■ Decreases public confidence in clinical 

research and raises questions about the 

effectiveness of trial monitoring and the 

responsiveness of the FDA.

■ Significant noncompliance can place the 

sponsor, CRO, investigator, and the IRB 

in the ª headlinesº  of public scrutiny and 

unfavorable publicity.

No IRB can be the ª research partici-

pant' s protectorº  at each step of the re-

search process. The philosophy of the 

ERC has always been that the most effec-

tive way to protect the participants in a re-

search trial is to carefully 

review the qualifications 

of the investigators con-

ducting the study. The 

investigator and research 

staff carries much of the 

responsibility for the protection of the par-

ticipant. It is at the investigator level where 

the research decisions are made that has 

the greatest opportunity to affect the par-

ticipant' s safety.

No one would choose to be on the op-

posite side of education, would they? The 

question is more to the issue of how to 

provide the education in an effective and 

efficient manner. Time is critical in the 

environment of research. Most investiga-

tors have demanding schedules and are 

heavily reliant upon their study coordina-

tors, especially in late stage research that 

is often conducted in the primary care 

physician' s practice.

Training before research initiation can 

be the most effective tool in preventing 

noncompliance. This helps guard against 

errors that increase risk. Ineffective 

research, at the minimum, wastes the valu-

able resource of the human participant.  

As the IRB for many multi-site studies, the 

ERC attempts to find ways to educate the 

investigator and research staff in all com-

munications. The communication contains 

regulatory explanation, which can help 

point the investigator to informed deci-

sions leading to better compliance.

Opportunities for IRB to provide educa-

tion include presentations at investiga-

tor meetings; information booklets with 

IRB and regulatory language in a ª user 

friendlyº format; on-line Web-based train-

ing; and more. 

Within a climate of relationship and edu-

cation, the IRB should be approachable and 

knowledgeable, supportive to the research 

objectives, flexible within the constraints 

of the regulations, and continually striv-

ing to raise the educational level in order 

to improve compliance and efficiency. In 

replacing the ª cloak of mysteryº  that 

seems to exist regarding IRBs with under-

standing and cooperation, the objective to 

promote valuable research while protect-

ing the human participant will be much 

better served.

Terri Majors is president of the Ethical Review 

Committee, Inc., located in Independence, MO, 

www.ethicalreview.com.
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Protecting Subjects: The IRBs Role Today

W
hen the American elephant 

catches a cold, we in Can-

ada get pneumonia. And 

the rest of the world is not 

immune either from catch-

ing U.S. ills, as the global financial col-

lapse shows.

Those of us in other countries pay clos-

est attention to our local clinical trial reg-

ulations, including ICH GCP. However, 

it is inevitable that events in the United 

States such as the Coast ª stingº  are no-

ticed. America' s profound international 

economic influence is reinforced by the 

FDA in its guidance on acceptance of for-

eign clinical studies and the recent draft 

guidance and FAQs on the Statement of 

Investigator Form 1572, and the establish-

ment of FDA offices in China, India, and 

elsewhere. It is inevitable that fallout from 

the Coast IRB investigation will have inter-

national impact.

A commercial board bias?

Earlier this year information started to 

come out about a congressional com-

mittee' s attempt to uncover evidence of 

poor quality ethics review by commercial 

ethics review boards in the United States. 

Despite past evidence from FDA, OHRP 

warning letters and other reports that 

non-commercial ethics committees were 

commonly in serious violation of federal 

regulations, this committee decided to 

single out the private sector. How did 

the deaths of Ellen Roche (Hopkins) and 

Jesse Gelsinger (Penn) go overlooked by 

Congress? Also recent U.S. regulatory 

inspection results show in 2009, of 18 

OHRP initial and follow up determination 

letters describing apparent failures of 

institutions to follow DHHS regulations 

applicable to U.S. federally-funded re-

search, only one was directed at a private 

clinic and its IRB. In addition, only one of 

10 FDA Warning Letters directed to IRBs 

from May 2008 to May 2009 was directed 

to a commercial IRB (Coast). The other 

nine IRBs referenced in the warning let-

ters were all embedded in public or not-

for-profit organizations. 

A recent anonymous posting to IRB 

Forum, an ethics discussion group, made 

public a recommendation by Penn' s legal 

department to dissolve its internal IRB 

and use an external commercial IRB due 

to concerns about internal conflicts of 

interest. Further, congressional focus on 

commercial IRBs is in stark contrast to 

other evidence of a solid and effective 

private IRB system, well researched and 

described in a recent article written for 

the American Health Lawyers Association 

(Lis JM, Murray, GM, The Ins and Outs 

of Independent IRBs, J Health & Life Sci 

Law, vol. 2 No. 1, Oct 2008). 

What also seems odd is that the con-

gressional committee did not follow the 

expected approach and ask the ap-

propriate regulatory agencies to con-

duct inspections and audits of suspect 

IRBs. In hindsight, this choice seems to 

indicate both a selective mistrust of the 

p r i v a t e  I R B  s y s t e m  a n d  l a c k  o f 

confidence in its governmental over-

sight mechanisms, hence the deci-

sion to include DHHS agencies in the 

sting' s crosshairs.

An International Perspective: Why Were Commercial IRBs 
Singled Out for Congressional Hearing?  

U.S. Moves Are Ethically Unclear
Jack Corman
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International reaction

Internationally this story seems to have 

generated some, but not a great deal, of 

attention, perhaps because few commer-

cial IRBs exist outside North America, and 

research based outside large institutions is 

relatively uncommonÐ most countries have 

created a government agency to conduct 

or manage ethics review, e.g., UK' s Mul-

ticentre Research 

Ethics Committee 

(MREC) system, or 

the French govern-

ment appointed re-

gional ethics com-

mi t tees (CPPs). 

These governmental ª accreditedº  inde-

pendent ethics committees are presumed 

(rightly or wrongly) to be both competent 

to conduct scientific and ethical review, 

and free from conflicts of interest. 

The fairly limited discussion and amount 

of coverage accorded to it is directly pro-

portionate to the presence or absence 

of commercial ethics committees in that 

country. For example, The Research Eth-

ics Blog in Canada, recounted in the BMJ

April 20, 2009, and an editorial in Lancet

(Vol. 373, #9673: 1400, April-May 2009) 

picked up by others such as Bioetica Lati-

noamerica blog, which also repeats the 

Institute of Medicine' s recommendations 

on management of conflict of interest. 

However, judging by the relatively limited 

space devoted to the story and related 

commentary, the incident appears to have 

been treated as essentially a problem for 

the United States. 

What can we learn from the investigation?

Writing as a Canadian, several questions 

remain unanswered. But one wonders 

what broader learning can come from this 

incident, or how it will help improve safety 

of research subjects.

For example, should entrapment be-

come a standard tool used by the FDA 

or other regulatory agencies? Is there a 

chance that this could spread to even 

sponsor auditors? Does ª one out of threeº 

IRBs deliberately targeted by sting offi-

cials as possible ª weak linksº  say anything 

about private ethics boards in general, or 

all ethics boards? 

Historically, U.S. regulatory inspections 

uncovered major findings during routine 

inspections of academic ethics boards, 

leading to several suspensions and trans-

fer of responsibil-

ity to commercial 

ethics boards fully 

c o m p l i a n t  w i t h  

regulatory require-

m e n t s .  E t h i c s  

boards elsewhere 

learned from the findings of these inspec-

tions; indeed some of these ethics boards 

openly shared what they had learned and 

changes they instituted as a result of the 

inspections that have been instructive 

for all of us. Presumably, Coast IRB had 

a satisfactory audit and inspection his-

tory. However, all of us will re-examine our 

review processes and documentation. It 

remains to be determined if a measurable 

improvement in subject protection results.

The U.S. system already suffers from what 

Greg Koski, MD, and former director of the 

OHRP, dubbed a ª culture of compliance,º 

leading to what Yale' s Robert Levine has 

called ª dysregulation of research.º  

Given recent precedent, it is unlikely 

that the Coast IRB sting and regula-

tory or legislative reform it generates will 

alleviate the dysregulation or move us 

away from Koski' s ª culture of compli-

anceº  to his dream of a ª culture of con-

science.º  We can only hope changes will 

be thoughtful and collaborative, taking 

into full account the strengths as well as 

weaknesses of the present system to 

create a more ethical and accountable 

global clinical research system.

Jack Corman is president, Institutional Review 

Board Services, Aurora, Ontario, Canada, 

www.irbservices.com
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Protecting Subjects: The IRBs Role Today

I
n the recent IRB ª stingº  operation de-

scribed in the introduction, the GAO 

noted that one of the three IRBs ap-

proved the bogus submission, and 

concluded that ª [t]he IRB system 

is vulnerable to unethical manipulation, 

which elevates the risk that experimental 

products are approved for human subject 

tests without full and appropriate review.º 

One could argue that the fact that two 

out of the three IRBs did not approve the 

submission shows that the IRB system 

does work. However, in light of the current 

scrutiny of IRB practices by Congressio-

nal subcommittees, it is more productive 

to pinpoint the nature of the deficiencies 

of the lone approving IRB, which has since 

closed its doors, and to make certain that 

existing IRBs are doing everything they 

can to properly review studies.

Revisiting IRB Training and SOPs

One of the first steps in providing compre-

hensive review is for an IRB to have a thor-

ough human subject protection training 

program for all board members and staff. 

Everyone who touches an IRB submis-

sion needs to understand fully what is in 

the regulations governing human subject 

protection and what the specific require-

ments are for performing a proper review. 

After initial training, IRBs should have their 

members and staff regularly review these 

regulations and requirements through an 

organized continuing education program. 

There are numerous Web sites and books 

that can help in creating a program.

In addition, an IRB should be certain 

that it has sufficient expertise on its board 

to evaluate the type of studies it reviews. If 

an IRB doesn' t have the appropriate spe-

cialists needed to review a protocol and 

evaluate the study design and the risks 

and benefits it describes, it should use 

outside consultants to fill in any gaps. The 

outside consultants should also be knowl-

edgeable about human subject protection 

requirements. This type of expertise will 

help the board determine whether it has all 

the information needed for proper review. 

If the IRB needs additional documenta-

tion from the investigator and/or sponsor 

in order to evaluate a protocol completely, 

it should withhold making a decision on 

approval until it has all the information it 

needs to make an informed decision.

Board members must also have a thor-

ough understanding of conflict of inter-

est principles. Any time financial or other 

personal considerations may compromise 

or even have the appearance of compro-

mising an IRB member' s deliberation in 

reviewing research protocols, a possible 

conflict exists and must be identified. A 

board member who is paid $50,000 a year 

to consult for a biotech company should 

not be reviewing that company' s protocol 

submissions to the IRB. Other types of 

conflicts are not as clear cut, and need to 

be reviewed as soon as they arise. IRBs 

should train members to recognize and 

respond to a wide variety of conflict situa-

tions and reinforce this training frequently 

through continuing education.

Another step in performing a compre-

hensive review is for an IRB to have SOPs 

that require thorough initial and continu-

ing review of submissions. This means 

After the Coast Hearing, IRBs Should Prepare for More Scrutiny 
by Focusing on Training, Education, and SOPs

Lessons Learned for IRBs
John M. Isidor, JD, and Sandra P. Kaltman, RN, JD
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that the IRB should have comprehensive 

reviewing tools so that it can gather all 

the information necessary for complete 

review. IRB submission forms for investi-

gators, sponsors or CROs should elicit all 

the information the IRB needs to get a full 

picture of how the study will be carried 

out. The form should require the investi-

gator, sponsor or CRO to explain where 

the study will be conducted, the source 

of funding, the IND number or device 

status, if applicable, the intended study 

population, the existence of a data safety 

monitoring board and/or plan, and the 

type of recruitment methods and materi-

als that will be used.

Submission forms for research sites 

should elicit all the information the IRB 

needs to get a full picture of the site' s 

ability to carry out the study while com-

plying with human subject protection re-

quirements. The site should be required 

to describe its research experience, edu-

cation and training, its regulatory history 

with other IRBs, FDA, OHRP and state 

medical boards, plans 

for compensation of 

subjects, methods of 

recruitment, and types 

of populat ions tar-

geted for recruitment. 

A lesson learned from the GAO sting op-

eration is that the IRB should indepen-

dently verify as much of the information 

submitted as possible, such as by check-

ing state Web sites to verify medical licen-

sure and good standing.

Finally, in order to conduct a robust re-

view of the research, the primary reviewer 

of a new study should have a detailed 

checklist of all the elements the IRB must 

consider, which may include targeting of 

vulnerable populations, cost, compensa-

tion for injury, risks and benefits, study 

design, confidentiality, data oversight, 

and regulatory criteria. If a Subpart B 

analysis is required for research involving 

pregnant women, or a Subpart D analysis 

is necessary for research involving chil-

dren, the reviewer should have a list of the 

guidelines for these analyses.

Improving the Public Image of IRBs

IRBs today need to do everything they 

can to correct any misperception that they 

are remiss in their obligations for human 

subject protection. In addition to provid-

ing a thoughtful and thorough review, IRBs 

should consider applying for accreditation 

from the Association for Accreditation of 

Human Research Programs (AAHRPP), an 

independent non-profit body that provides 

an objective measure of quality using rig-

orous standards. Accreditation provides 

sponsors, institutions, researchers, and 

the public with confidence that accred-

ited organizations meet or exceed federal 

standards for protecting human subjects.

Preparing for Closer Scrutiny

In the aftermath of the recent hearing 

about IRBs, and the pressure it has cre-

ated on everyone in the clinical trials 

world to make certain that subjects are 

being adequately protected, IRBs can ex-

pect more scrutiny and more third-party 

audits. IRBs should have a documented 

process for how to prepare for and man-

age audits or visits from such entities as 

FDA, OHRP, AAHRPP or research spon-

sors. Additionally, in order to be in the 

best possible position to respond to third-

party audits, every IRB needs to have 

a comprehensive program in place that 

covers the areas discussed here.

John M. Isidor, JD, is chief executive officer of 

Schulman Associates IRB, Inc., Cincinnati, OH, 

www.sairb.com. Sandra P. Kaltman, RN, JD, is 

an attorney in private practice specializing in legal 

issues relating to clinical research.
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Protecting Subjects: The IRBs Role Today

B
eing in the IRB industry for 

more than 20 years, I attest that 

all independent IRBs are not 

representative of the particular 

IRB that was the recent target 

of the U.S. Government Accountability 

Office (GAO) sting.

It is very disheartening to hear a client 

tell us that an institutional IRB staff mem-

ber stated that he did not trust indepen-

dent IRBs since learning about the GAO 

sting. Ethical integrity has been proven 

by the fact that two other independent 

IRBs refused to approve the bogus study. 

To use a popular quote, ª One bad apple 

does not spoil the bushel.º

Common Goals and Integrity

Independent IRBs do not wish to be com-

petitive with institutional IRBs. Rather, we 

respect the role of the institutional review 

board and prefer to partner with them to 

achieve our common goal of adequate 

protection of human study participants. 

Given the opportunity, this partnership 

could be very beneficial to both parties.

Independent IRBs fulfill a niche in the 

industry that allows researchers who are 

unassociated with an institution the abil-

ity to be involved in the conduct of clinical 

research. Who would review their research 

if independent IRBs did not exist?

Quality and integrity are essential to 

the services IntegReview provides. Hu-

man research is a field that relies on ac-

curacy, honesty, individualized atten-

tion to details, and the ability to respond 

quickly and effectively in a rapidly chang-

ing professional landscape.

Our key relationships with customers 

are based on and driven by our Core Val-

ues, Mission, and Vision Statement. Our 

board members and employees continu-

ally maintain high standards of quality, 

ethical integrity, and regard for human 

safety while being responsive to customer 

demands and needs for prompt, thor-

ough, and professional services.

Employees work in a fast-paced, highly 

responsive, open, and adaptive culture 

that is reflected in the company' s mis-

sion, which states it will ª Provide un-

surpassed ethical review services while 

acting as an advocate for research study 

participants.º  Furthermore, we have com-

mitted to a 24- to 48-hour turnaround 

time, in addition to complying with federal 

regulations, utilizing quality control pro-

cess, employing the latest technologies, 

and being flexible to customer needs.

Flexibility and Turnaround Times

Some have voiced concerns with the 

ability of an IRB to provide turnaround 

of study documents within 48 hours of 

board review. However, independent 

IRBs are businesses and, as such, must 

be cognizant of client expectations. As 

an independent entity, we are able to 

provide necessary resources as they are 

needed to ensure we continue to meet 

the expectations of our clients. The 48-

hour turnaround time was a key policy 

and business practice improvement im-

plemented by IntegReview in response 

to requests from our customers and to 

the changing environment in the human 

research field. Customers and clients re-

Human Research Relies on Accuracy, Honesty, Attention 
to Details, and Quick and Effective Response of the IRB

Ethical Integrity of Independent IRBs
Lynn A. Meyer, CCRP

14    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com July 2009



quested the flexibility to forward requests 

for approval of research with a shorter 

lead time, but still receive the high stan-

dards of scientific review, attention to 

detail, and responsiveness.

I n  r e s p o n s e  to  t he s e  r e qu e s t s , 

IntegReview developed strategies and 

procedures to facilitate quality, thorough 

review with a rapid-turnaround process 

that our customers now rely on. To ac-

complish this, we trained staff as 

well as our group of consultants 

in guidelines and deadline goals 

for rapid-turnaround submis-

sions. Since all materials for each 

research study are processed in 

multiple stages by various staff 

teams, this required us to analyze 

the flow of documents and mate-

rials at all levels. Once this was done, staff 

and consultants were trained in specific 

ways to process rapid-response requests 

in order to assure that quality standards 

are maintained at the same time flexibility 

and timeliness are addressed.

In 2005, IntegReview implemented a 

Corrective and Preventative Action (CAPA) 

program. This program identifies errors 

discovered internally versus those dis-

covered by the client. It also assists in 

identifying the root cause that can result 

in process improvements. IntegReview' s 

staff and consulting committee members 

routinely handle approximately 3,100 doc-

uments per quarter, with an average accu-

racy rate of between 98% and 99%. Errors 

that might have been prevented through 

improving internal processes are used as 

learning opportunities for either staff train-

ing or for adopting new steps in process-

ing or changes in quality checklists.

Among IntegReview' s successes in us-

ing the CAPA program to ensure high-

quality customer service has been its reg-

ular examination and improvement of its 

checklist and review process.

Another area of importance is continu-

ous training. At least annually, customer 

service training is provided to all staff. 

In 2008 we conducted a training session 

regarding how our core values impact 

everyday interactions, a series of work-

shops based on The 7 Habits of Highly 

Effective People, and training sessions 

on professional communication as well 

as conflict resolution.

At a recent conference where we 

were exhibitors, many attendees posed 

the same questions: ª Would your IRB 

have discovered a bogus study and how 

would you detect this?º

Given the detail of quality assurance 

performed by our Quality Assurance De-

partment, we feel comfortable that we 

would not fall victim to a similar situation.

The numerous checks and balances 

employed by our Quality Assurance De-

partment would not allow the clinical 

study to be assigned to any of our boards 

for review. As part of our quality assur-

ance process, extensive checklists are 

utilized that would allow us to identify 

potential issues of concern.

Ethical integrity can be demonstrated in 

a number of ways. I believe that indepen-

dent IRBs are very dedicated, committed, 

and focused on ensuring compliant be-

havior and play an increasingly important 

role in providing adequate protection of 

human study participants.

Lynn A. Meyer, CCRP, is president of 

IntegReview Ethical Review Board, Austin, TX, 

www.integreview.com.
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that allows researchers who are 

unassociated with an institution 

the ability to be involved in the 

conduct of clinical research.



Protecting Subjects: The IRBs Role Today

R
ecent events have focused in-

creased scrutiny by sponsors 

and CROs on the capabilities 

of the IRB providing study over-

sight. The selection of an IRB 

should be considered carefully. A quality 

IRB potentially enhances a study, both be-

fore startup and throughout the process. 

The wrong choice, however, could cause 

delays, or in the case of the recent closure 

of an IRB, the need for re-review of the 

study. Both can be very costly.

The new era will view the IRB as a 

trusted consultant that can prevent 

costly errors, and works with the spon-

sor/CRO to support decisions made if 

they are ever questioned.

Accreditation by the Association for 

the Accreditation of Human Research 

Protection Programs (AAHRPP) provides 

assurance that an independent entity 

has reviewed the board and administra-

tive processes.

However, additional criteria should be 

considered. First and foremost, IRB se-

lection should be based on the member-

ship of its board. Considerations include 

the members'  scientific or non-scientific 

backgrounds, ability to evaluate and vali-

date the scientific basis of the study, lon-

gevity with the IRB, years of IRB experi-

ence, training in regulatory requirements, 

continuity as a group, access to outside 

experts, willingness and availability to 

convey rationale supporting decisions, 

frequency of meetings, ability/willingness 

to convene ad hoc meetings on short 

notice, and financial relationship to the 

commercial entity.

BACKGROUNDS. Look at the IRB' s 

membership roster and request CVs of the 

members. Does the group provide breadth 

and depth of experience in not only medi-

cal/scientific areas but regulatory, statis-

tics, ethics, legal, and non-scientific areas 

to adequately review your protocol? A 

simple screen might include checking the 

IRB Web site. Is its membership posted? 

Will they stand behind their reviews if they 

are not willing to publicly acknowledge 

their memberships?

Is the IRB willing to validate the scien-

tific basis as well as the project design as 

a whole? Developing a project entails a 

broad range of decisions before it is even 

presented to an IRB. These decisions in-

clude the type of patient to be studied, 

drug dosage, the use of a wash-out pe-

riod and/or placebo, testing procedures, 

and statistics. In order for a study to be 

validated by the IRB, its members must 

be capable of analyzing all of the study' s 

complex components. The questions the 

board asks after reviewing a protocol rep-

resent indicators of this capability.

EXPERIENCE AND CONTINUITY. As 

in other roles, members of an IRB grow 

through experience and training. Ask for 

information regarding the members' years 

of experience on the IRB being consid-

ered, as well as other IRB experience. 

Board turnover speaks to the continuity 

of the team. Rapid turnover could signal 

problems with the IRB itself, or with the 

administrative team. Are the board mem-

bers provided regular training in new ethi-

cal considerations and regulatory require-

ments? Does the board request and have 

Many Capabilities Need to Be Evaluated by the Sponsor 
or CRO When it Chooses a Central IRB

How to Choose a Central IRB
William Dirkes, MD, MBA
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a means to access outside assistance if 

deemed beneficial? Will the same board 

review amendments?

COMMUNICATION. Does the board 

routinely object to certain aspects of a 

protocol, or does it provide suggested 

changes to enhance the project? This 

provides insight as to whether the board 

views its role as limited to human subject 

protection, or if its membership also con-

siders research a societal good. In most 

cases both objectives may be achieved 

through open discussion of the thought 

processes regarding decisions, and cre-

ative suggestions that both protect human 

subjects and advance science.

FREQUENCY OF MEETINGS. Fre-

quency can impact a study significantly. 

All IRBs require adequate time for re-

view of materials by the board before a 

meeting. Sponsors and 

CROs should ask for the 

standard review time al-

lotted to the board and 

determine if it is ade-

quate for a thoughtful 

review. Frequent meet-

ings allow for a review more rapidly. Once 

a study is started, unpredictable things 

occur and may require a more rapid re-

view. How quickly can an ad hoc IRB 

meeting be convened? If board members 

are employees, some sponsors/CROs 

might consider them conflicted. The IRB 

function and capability is significantly 

linked to the administrative team.

REGULATORY EXPERIENCE.  Al-

though board members should be cogni-

zant of the applicable regulations, the ad-

ministrative team is frequently responsible 

for knowing, researching, and informing 

the board of guidance updates and sug-

gesting avenues that traverse the maze to 

a successful conclusion. Do staff mem-

bers have regulatory experience in both 

sponsor/CRO and IRB environments?

CONTINUITY. While each project is 

unique, sponsors/CROs frequently have 

ª usual practicesº  that distinguish its work. 

Having an administrative liaison that is 

company-specific (or at least project-spe-

cific) reduces frustration and contributes 

to quality outcomes.

DOCUMENT MANAGEMENT. The 

electronic environment can provide in-

stant access to all documentation as well 

as tracking of the submission process. 

Systems must be validated. IRBs that dis-

tribute documentation to their board via 

paper will have a longer turnaround time 

unless they shorten the time for review by 

the board. Again, the primary emphasis 

should be on a sound board review. Al-

lowing adequate time for review by the 

board is critical.

QUALITY. Ask for samples of docu-

mentation. Is the documentation detailed 

enough to provide your staff with the infor-

mation they need? Documentation in the 

research environment requires meticulous 

attention to detail. Ask for quality metrics.

SUPPORT. Does the IRB provide sup-

port for investigators? When an investiga-

tor or site staff call with a question, is a 

response provided within a reasonable 

time frame? Does the IRB provide initial 

and ongoing training?

The choice of an IRB should be an im-

portant decision in the research process. 

The right IRB engenders the confidence 

of the C-suite and legal department of 

a sponsor/CRO. The IRB you choose 

should be the one you want sitting next 

to them in a Congressional hearing, if 

something is questioned.

William Dirkes, MD, MBA, is vice president and 

chief operating officer of Goodwyn IRB, Cincinnati, 

OH, www.goodwynirb.com
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complex components.
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A
mericans love competition. Free 

enterprise embraces the notion 

that more competition is good 

for the consumer and business; 

describing the pharmaceuti-

cal research field as ª highly competitiveº  

gives a positive impression. However, it 

also is a direct cause of investigator, spon-

sor, human research protection program, 

and government error. We put Sisyphus 

to shame (and spend billions) in pushing 

against this system' s inherent tendencies, 

struggling to police integrity. The solu-

tion is simple, if not easy. The stakehold-

ers in researchÐ sponsor companies, re-

searchers, and the general publicÐ need 

to cooperate. By taking simple steps to 

increase transparency in research, we 

in human research protection programs 

(HRPPs) can support the cooperation that 

is needed to change the research field 

from a financially inefficient machine of 

mistrust into a comfortable vehicle to meet 

all stakeholders' needs.

The problems with the current system 

are not unfamiliar, though completely 

misunderstood and have led to non-

existent public trust. Contrary to cur-

rent opinion, the FDA and OHRP, de-

spite a boost to their budgets and staff, 

were never designed to be the first line 

of defense in subject research protec-

tion. Pharmaceutical companies are not 

training grounds for avarice and their 

executives do not hang their morals on 

a peg outside of the boardroom. They 

do provide treatments we all desperately 

need. Researchers, also known as caring 

and compassionate people who believe 

cures are out there to be found, deserve 

our support, not a watchful eye.

Despite the publicity of a GAO sting, 

HRPPs are made of diligent, hard-working 

people who balance, juggle, and perform 

contortionist routines to apply ethereal 

theory to messy and complicated real-

world ethics. We are all aware of the prob-

lems of the system, but blame and pun-

ishment can never correct them. The real 

problem is not that there are a few bad 

apples in the barrel, but keeping apples 

crammed in a dark barrel in the first place.

The currently proposed quick-fixes to 

the current system, such as separating the 

FDA into drugs/devices and the rest of its 

responsibilities, do not address the under-

lying systemic issues. Any system that has 

competition at its foundation is doomed 

to fail, and there is a plethora of evidence 

that proves competition encourages inef-

ficiency, duplicity, and scarcity, regardless 

of the performance of its components.

The transition from our current system to 

a cooperative one would require effort. A 

cooperative research enterprise would al-

low efforts to align, producing rapid, profit-

able, effective outcomes that cost less. Yet 

how can the stakeholders get from where 

they are to a cooperative system?

Transparency in the HRPP

One way is through transparency. Any-

one can trust when seeing what the other 

party is doing. Transparency, one of the 

new Obama-era buzzwords, appears to 

be a verb. The FDA just opened its black 

box, in a big-government sort of way, to 

produce ª regulatory changes to improve 

All Stakeholders in Human Research Protection Would Benefit 
from a Cooperative Enterprise That Moves Forward Without Blame

Transparency and Cooperation
Currien MacDonald, MD, CIP
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the FDA' s ability to provide...useful and 

understandable information about FDA 

activities and decision-making to the pub-

lic.º  Research institutions, such as Har-

vard, MIT, and 34 others have dedicated 

their published research as open-access 

and free on-line. PubMed does the same, 

and its connection to ClinicalTrials.gov 

imparts information as studies begin. 

Pharmaceutical companies are lining up 

to post their financial relationships for all 

to see. What could HRPPs do to be trans-

parent, to facilitate cooperation?

While it may appear that OHRP regis-

tration could fulfill part of this, the pro-

cess does not mean that the registered 

HRPP is compliant with 

regulat ion, that the i r  

written procedures have 

been vetted or there is 

any review of what is ac-

tually being done to pro-

tect research subjects and their infor-

mation. Having significantly raised the 

standard, AAHRPP is a vanguard for a 

transparent system.

What else could a transparent, coop-

erative system entail? HRPPs could have 

something like WikiSOPs, modified for use 

at an individual site, but templates built in 

cooperation, transparent for all involved. 

Individual HRPPs could be ª auditedº  in 

real-time by their peers and stakehold-

ers; and as every HRPP and stakeholder 

would be able to contribute and coop-

erate, there would not be any big sur-

prises to anyone. Best practices could be 

common practice. Regular self-reporting, 

similar to Australian ethics boards'  annual 

reports, could be hosted by ClinicalTri

als.gov or something similar and pro-

vide benchmarking data for transparent, 

cooperative quality improvement for re-

search oversight programs. Of course, fi-

nancial, commercial, affiliate, even prefer-

ential disclosures by stakeholders would 

allow HRPPs to become independent, 

objective managers of stakeholders'  con-

flicting interests.

Cooperation is the Future of Research

While current financial incentives are 

available for comparative research, go-

ing beyond that to collaborative research 

would provide the stakeholders the ability 

to meet each of their needs most effec-

tively. The chemical cooperation required 

to combat HIV defenestrated old treat-

ment paradigms, and is starting to do the 

same for old, insular concepts of treat-

ment research and notions of industry 

cooperation in those concepts.

Research is our most powerful tool to 

produce objective evidence to answer real 

questions. Each of the stakeholders in 

research wants the same thingÐ to know 

the answers to those questions. We, the 

HRPPs, have a unique opportunity, as we 

were created to meld the perspectives of 

the medical research system.

HRPPs were created, not only to pro-

tect research subjects, but also to protect 

research from losing the perspective of 

its necessary support and responsibility, 

the society that allows it to continue. We, 

therefore, could continue to be champi-

ons of cooperation, leading by example. 

We ideally would demonstrate that we 

cannot only work together, but unite as 

facilitators in having research produce the 

ends to benefit all stakeholders.

The future of research is a positive and 

cooperative one. The only question is will it 

be a joyous transition, or one that has peo-

ple fighting the whole way to a better place. 

Join with others who are making a change 

for the better; grasp the hand of an HRPP. 

As a wise and kindly revolutionary put it, 

become the change you want to see.

Currien MacDonald, MD, CIP, is the medical 

director for Aspire IRB, La Mesa, CA, 

www.aspire-irb.com.
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R
ussia remains an attractive 

country in which to base 

clinical trials, and the 

sector does not appear to be 

suffering markedly from the global 

economic downturn, according to a 

comprehensive market report published 

in early June by Synergy Research 

Group (SynRG), a Russian-based CRO.

The Federal Service on 

Surveillance in Healthcare and Social 

Development of the Russian Federation 

(RosZdravNadzor, RZN) approved 113 

new clinical trials during first quarter 

(Q1) 2009, representing a 13% decrease 

against the same period in 2008.

Clinical trials in Russia in Q1 2009 

were sponsored by companies from 

28 countries. A total of 31 trials were 

initiated by Russian sponsors, and 20 

studies were begun by companies from 

the United States, followed by Germany 

(12), Switzerland, Japan (8), and the 

UK (7). Boehringer Ingelheim and 

Novartis each sponsored seven new 

studies in Q1 2009, followed by Pfizer 

with six, Merck & Co. with four, and 

Hexal Biotech with three.

Fertile ground
ª The lion' s share of clinical trials in 

Russia is still being sponsored by 

foreign companies,º  wrote the authors 

of the report, called the Orange Paper. 

ª Whilst their share increased from 68% 

to 73%, their number is up from 82 in Q1 

2008 to 88 new studies in Q1 2009. The 

number of trials initiated by Russian 

sponsors, including bioequivalence 

studies, rose from 31 to 42, but their 

share decreased from 32% to 27%.º

Around 70% of new studies were 

initiated in six therapeutic areas: 

cardiovascular (17), neurology and 

oncology (16), infectious diseases 

(14), respiratory diseases (12), and 

endocrinology (11). The number of 

bioequivalence studies unveiled in the 

first quarter of 2009 was 14, compared 

with 13 over the same period in 2008.

ª It looks like the economic crisis 

has not yet affected the clinical trial 

industry. The reason is twofold: the 

development cycle of a new drug is 

much longer than any crisis, and the 

elasticity of a medicine is low enough 

to stand the chaotic fluctuations of the 

world stock market,º  the authors wrote. 

During Q1 2009, FDA' s CDER 

approved 121 new drugs, of which five 

were tested in Russia. Over the same 

period, EMEA reviewed 161 applications 

to market drugs in the EU, and seven 

drugs were tested in Russia (see Table).

According to Alexandra Zaichenko, 

business development director of the 

OCT Group in St. Petersburg: ª My 

general advice to sponsors is to avoid 

the prejudice that the infrastructure in 

Russia is as it was 20 years ago. Each 

site...is accredited by the Ministry of 

Health for GCP...and can' t be approved 

without a certain qualification of the PI 

and other team members.Ð Philip Ward

Russia Continues to Lure Sponsors

New drugs approved by FDA during the first quarter 
of 2009 and tested at Russian sites

Approval date Drug Manufacturer

01/23/09 Savella (milnacipran hydrochloride) Cypress Bioscience

01/30/09 Kapidex (dexlansoprazole) Takeda

02/27/09 Temodar (temozolomide) Schering

02/27/09 Stavudine/lamivudine/nevirapine Pharmacare Ltd

03/30/09 Afinitor (everolimus)  Novartis

Source: CDER, FDA

New drugs approved by EMEA during the first quarter 
of 2009 and tested at Russian sites

Approval date Drug Manufacturer

01/22/09 Protopic (tacrolimus) Astellas

02/19/09 Avastin (bevacizumab) Roche

03/19/09 Renvela (sevelamer carbonate) Genzyme Europe B.V.

03/19/09 Modigraf (tacrolimus) Astellas

03/19/09 Qutenza (capsaicin) NeurogesX, Inc.

03/19/09 Nimvastid (rivastigmine) Krka, d.d., Novo mesto

03/19/09 Glivec (imatinib) Novartis

Source: EMEA

Russia' s Recent Contributions to R&D

Global News
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Send your new product info to: Kerri Nelen, knelen@advanstar.com

CRA Functions Added to EDC/CDM System
Rave Monitor provides CROs and sponsors with increased site visit tools

Medidata (New York) announced Rave Monitor, an extension to its Medidata 

Rave EDC/CDM software. Rave Monitor provides tools to automate edit-

checking, remotely query sites'  data entries, and accelerate source data 

verification to help improve the CRA' s ability to work with research sites to 

expedite the availability of clean data.

In addition, Rave Monitor provides users with online and offline visit report 

capture, approval workflow, and inter-study and cross-study status reportingÐ all 

within the context of their existing Rave deployment. This means that monitors 

familiar with Rave through other activities can use the tool with minimal training. 

Rave Monitor is offered as an additional module for Rave version 5.6.3.

Medidata, (212) 918-1800, www.mdsol.com

Modeling Influx and Efflux Transporters
Regulatory agency influences simulation and prediction platform upgrades

Simcyp Limited (Sheffield, UK) announced Version 9.0 of Simcyp Simulator, which 

models clinical drug-drug interactions. The new version includes the influx and 

efflux transporter to reflect ª real-lifeº  population variability in the processes of 

drug absorption, distribution, metabolism, and excretion (ADME) through the 

conduct of studies in virtual human populations.

In addition, enhancements to trial design elements within the Simulator provide 

greater flexibility to assess the potential outcomes of Phase I, II or III clinical 

trials early in the drug development process. Examining complex and potentially 

unsafe scenarios and assessing the likelihood of such cases via computer allows 

clinical studies to be optimized, prioritized or abandoned. 

Simcyp, +44 (0) 114 292 2322, www.simcyp.com 

Compliance Adherence in Research Addressed
Study protocol process automated from inception to approval for IBCs

TOPAZ Technologies (Austin, TX) has added a Biosafety Solution to its product line. 

The Biosafety Solution compiles, tracks, and manages complex research study 

data and creates an audit trail with comprehensive reports to prevent and protect 

against regulatory compliance violations.

Composed of three unique modules, the solution is designed to address 

key milestones and compliance requirements. Modules include: the Protocols 

Module, created to streamline IBC protocol development and store critical 

research information; the Reviews Module, developed to compile and track 

activities throughout the IBC protocol review process; and the Meetings Module, 

designed to schedule and capture IBC meeting activities.

TOPAZ Technologies, (512) 249-8080, www.topazti.com

Additional module added to Rave

Simcyp Simulator Version 9.0 available

New Biosafety Solution debuts

eShowcase
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Safety & Transparency 
Shape Drug Development
FDA leaders stress 
innovation 
and disclosure 
in promoting 
the agency' s public
health mission.

A
n important component in 

protecting public health, 

says Margaret Hamburg, 

new commissioner of the 

Food and Drug Administration, is to 

assure access to innovative, safe, and 

effective medical products.

Achieving the agency' s fundamental 

goals of promoting health, preventing 

illness, and prolonging life cannot be 

measured in the number of facilities 

inspected or drugs approved, Hamburg 

and Principal Deputy Commissioner 

Joshua Sharfstein stated in an online 

editorial in the New England Journal 

of Medicine (May 26, 2009). Success 

involves developing needed vaccines, 

preventing safety problems, and pursu-

ing opportunities to advance science.

In facilitating access to needed 

medicines, FDA' s new leaders recog-

nize the need to balance the benefits 

of medical products against potential 

harm based on consideration of sever-

ity of illness at issue, availability of 

alternative treatments, and the state of 

knowledge about individual responses. 

Such calculations may lead to added 

restrictions on the use of new medi-

cations at the time of approval while 

sponsors gather additional safety data 

on long-term safety and efficacy.

The FDA Amendments Act of 

2007 (FDAAA) supports this quest 

by giving FDA several new tools for 

ensuring drug safety through the en-

tire product life cycle. These include 

authority to require postapproval label 

changes when new safety issues arise 

and to crack down on manufacturers 

that fail to conduct agreed-on post-

marketing studies.

FDAAA also requires more exten-

sive listing of clinical trials and study 

results on the ClinicalTrials.gov public 

Web site, partly to ensure that safety 

issues arising during clinical research 

are fully disclosed to regulatory author-

ities and to the public. And the measure 

expands FDA' s options for limiting 

patient access to newly approved drugs 

that raise safety concerns through the 

Risk Evaluation and Mitigation Strate-

gies (REMS) program.

Expanding REMS
Under FDAAA, a REMS may consist of 

just a Medication Guide and a timetable 

for evaluation 18 months, three years, 

and seven years following approval. 

More elaborate REMS programs may 

require a communication plan for con-

veying safety information to prescrib-

ers, pharmacists, and patients.

The most high-risk drugs also have 

to establish Elements to Assure Safe 

Use, which can include special training 

or certification of health professionals; 

limited distribution to ensure that a 

drug is dispensed only to patients who 

meet certain criteria; patient monitor-

ing to identify adverse reactions; and 

enrollment of patients in registries for 

long-term oversight. Over the past 18 

months, FDA has approved REMS for 

some 50 productsÐ drugs and medical 

products already on the market as well 

as new treatments.

The ability of the REMS program 

to keep high-risk products on the 

market by limiting inappropriate ac-

cess faces an important test in a new 

FDA initiative to establish a massive 

safety program for the entire class 

of extended-relief opioid medicines. 

This covers 24 brand and generic 

products, such as fentanyl patches 

and oral drugs formulated with oxy-

codone, hydromorphone, methadone, 

morphine, and oxymorphone.

The aim is to ensure continued 

access to medications essential for 

patients suffering from chronic pain 

while also curbing inappropriate pre-

scribing, unintentional overdosing, 

and intentional abuse. Some 23 million 

prescriptions of these painkillers are 

dispensed annually to about 4 million 

patients in the United States, even 

though long-acting opioids can cause 

respiratory distress if prescribed to 

inappropriate patients or in too-high 

doses. These drugs also are open to 

abuse because they can be crushed 

or dissolved to permit a large dose 

to be taken at once. Some 12 million 

Americans over the age of 12 took pain 

relievers for nonmedical use in 2007.

Federal officials really do not want 

to pull these products off the market 

because opioids are important for 

Jill Wechsler

is the Washington editor

of Applied Clinical Trials,

(301) 656-4634

jwechsler@advanstar.com

FDAAA expands FDA' s options for limiting 
patient access to newly approved drugs that 
raise safety concerns.

View from Washington
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managing chronic severe pain in many 

individuals. The hope is to improve 

prescribing through more coordinated 

risk management strategies that bet-

ter inform patients about the serious 

dangers associated with these drugs, 

to expand training for health profes-

sionals as to proper prescribing, and to 

improve tracking and surveillance of 

how the drugs are used.

FDA held an open public meeting in 

May to discuss such strategies. More 

than 70 speakers presented opinions 

to a panel headed by Douglas Throck-

morton, deputy director of the Center 

for Drug Evaluation and Research 

(CDER), and John Jenkins, director of 

CDER' s Office of New Drugs.

Parents of teens who died from 

OxyContin overdoses demanded that 

FDA remove these drugs from the 

market. Representatives of the pain 

community stressed the need for ac-

cess to these medicines and warned 

that restricted distribution systems 

and complex oversight programs 

could be harmful to patients and 

costly to the health care system.

The opioid class REMS is unique 

in that it requires brand and generic 

manufacturers to jointly devise a 

single shared system to monitor safety 

and risk of dozens of products, a tricky 

task for fierce competitors.

Pharmacists and providers want 

uniform education and certification 

programs that fit current work flows 

and the existing DEA (Drug Enforce-

ment Agency) registration system. 

Manufacturers don' t want to run the 

whole program and seek strong par-

ticipation by prescribers and dispens-

ers, as well as the DEA, state licensing 

boards, and other parties.

While FDA digests these propos-

als and develops a REMS proposal 

for advisory committee consideration 

later this year, agency officials say they 

won' t hold up the review and approval 

of new opioid products in the pipeline. 

Purdue Pharma is seeking FDA ap-

proval of a new oxycodone product, 

but has run into trouble documenting 

whether the drug really will deter 

abuse. King Pharmaceuticals awaits 

agency approval of two new formula-

tions with anti-abuse claims.

Once FDA issues a REMS proposal 

for these drugs, which could take 

a year or more, it will be up to each 

manufacturer to file an implementation 

plan and carry it out. Success with the 

opioid REMS may encourage additional 

postapproval control and educational 

programs for other widely prescribed 

drugs. FDA is working on a REMS 

for erythropoiesis-stimulating agents 

(ESAs), and a similar initiative is likely 

for botulinum toxin products.

In recent years, FDA has requested 

stronger label warnings for COX-2 

inhibitors, antidepressants, and anti-

epileptics; more comprehensive REMS 

programs may be on the horizon.

More disclosure
FDA officials emphasize the impor-

tance of transparency in developing 

a program to ensure safe use of opi-

oids, a strategy that Hamburg and 

Sharfstein consider very important 

for boosting FDA' s credibility. To that 

end, FDA has formed a high-level 

transparency task force to identify 

ways to better inform the public about 

its operations and decisions.

As part of the Obama administra-

tion' s campaign for more open govern-

ment, FDA' s transparency initiative 

aims to identify information on regu-

lated products and on agency activities 

that could be made public.

This exercise promises to raise ques-

tions about why certain industry infor-

mation on drug products is kept secret. 

At the top of the list is clinical trial data 

and drug safety information tradition-

ally considered confidential. Disclosure 

advocates believe that such protection 

may hide important information on 

drug risks and adverse events. And 

even though more clinical trial informa-

tion is being posted on the Clinical

Trials.gov Web site, the critics say that 

such summary data is not enough.

The panel is headed by Sharfstein 

and includes Chief Scientist Jesse 

Goodman, Acting Chief Counsel 

Michael Landa, and the leaders of all 

FDA centers and its field force.

Sharfstein acknowledges that some 

proprietary information probably 

should remain confidential, such as the 

formula for making a certain pill, and 

that concerns about patient privacy and 

other issues may limit full data trans-

parency. But the initiative opens the 

door to broader disclosure of sponsors'  

private records. Unpublished clinical 

and preclinical studies, product formu-

lations, and manufacturing data have 

long been considered trade secrets, 

and pharma companies are likely to 

mount a stiff defense of the rules and 

laws that protect their rights.

FDA may have more leeway to 

expand transparency about its own 

decisions and regulatory actions. The 

agency currently announces product 

approvals, but not when it turns down 

an application. And it ' s up to sponsors 

to disclose when they file an application 

or withdraw a submission. Hamburg 

told reporters that she wants to address 

complaints that FDA is a ª block boxº  by 

clarifying agency processes. In many 

cases there may be a good explanation 

for an agency decision, and it would 

help to release information that re-

duces confusion and criticism.

FDA began its transparency review 

with a public meeting last month. 

Hamburg expects a report by year-

end on what additional information 

the agency can release on its own and 

what changes require new regulations 

or Congressional action. ❏

FDA' s transparency initiative aims to identify 
information on regulated products and on agency 
activities that could be made public.
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In addition, the marketing 

authorization holder ª shall ensure 

that the product information is 

kept up to date with the current 

scientific knowledge,º  and ª in order 

that the risk-benefit balance may be 

continuously assessed, the national 

competent authority may at any 

time ask the holder of the marketing 

authorization to forward data 

demonstrating that the risk-benefit 

balance remains favourable.º

The EU' s Working Party on 

Pharmaceuticals and Medical Devices 

has so far examined the proposals six 

times, and all countries are still holding 

back from a general endorsement of 

the proposals. This does not mean they 

fundamentally oppose it.

As is clear from the reportÐ drawn 

up by the Czech Republic, which has 

been in the EU' s rotating presidency 

seat for the first six months of this 

yearÐ there is general agreement 

among national officials that ª these 

important proposals must be pursued 

with high priority.º  But officials from 

some countries are not convinced that 

the proposals meet the designated 

objectives, and many national 

delegations to the working party have 

reservations on individual provisions.

For instance, while there is 

broad agreement that a new 

scientific committee responsible for 

pharmacovigilance should be set up 

in the EMEA, there are divergent 

views over who should sit on it. The 

proposals foresee a committee with 

10 members appointed by the EMEA 

Management Board and five members 

appointed by the Commission, but 

nearly all the member states insist 

on every country having a seat. A 

compromise is under discussion 

under which every member state 

would have the right, but not the 

N
ew rules for pharmaco-

vigilance are on the way in 

Europe. European Union 

health ministers took their 

first look at the proposals* in June, and 

changes can be expected to be decided 

before the end of this year. The initia-

tive comes from European industry 

commissioner Günter Verheugen, 

who made clear last December when 

he announced a ª pharma packageº  of 

proposed new rules that he was deter-

mined to tighten up EU monitoring of 

adverse effects.

Although ministers took no 

decisions when they met as the EU 

health council on June 9, they did 

have an opportunity to review the 

progress made by the expert working 

party of national officials that is 

examining the draft. An extensive 

report lists where consensus is 

emergingÐ and where it is not.

The objective as defined by the 

Commission is to ª strengthen and 

rationalizeº  the EU pharmacovigilance 

system to ensure full and equal 

coverage for ª all relevant productsº  

across the EU, ª with a view to 

preventing unnecessary patient 

exposure to risks.º  The proposals 

envisage clearer roles for everyone 

involved, greater transparency on 

medicines safety and on the way 

companies'  pharmacovigilance systems 

function, better quality data-collection, 

and closer involvement of patients.

Among the proposals
The proposals suggest tougher 

obligations on companies to provide 

information on their products. 

ª The marketing authorization 

holder shall forthwith supply to the 

national competent authority any 

new information which might entail 

the amendment of the particulars 

or documentsº  covered by the 

authorization, and ª In particular, he 

shall forthwith inform the national 

competent authority of any prohibition 

or restriction imposed by the 

competent authorities of any country 

in which the medicinal product for 

human use is marketed and of any 

other new information which might 

influence the evaluation of the benefits 

and risks of the medicinal product for 

human use concerned.º

This information is to include both 

positive and negative results of trials 

or other studies in all indications and 

populations, whether or not included in 

the marketing authorization, as well as 

data on the use of the medicinal product 

not in accordance with the summary of 

the product characteristics.

EU Looks Closer at 
Pharmacovigilance
European Union 
health ministers begin 
reviewing proposals to 
better adverse event 
assessment in Europe.

European industry commissioner Günter 
Verheugen made it clear that he is determined 
to tighten up EU monitoring of adverse events. 

View from Brussels
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obligation, to actively participate in 

the work of the committee.

Loose ends to tie
There are differences over the role of 

the pharmacovigilance committee, 

too. The debate is partly over whether 

its recommendations should serve 

merely as advice for the Committee 

for Medicinal Products for Human 

Use (CHMP) and the coordination 

group (CMD), as the Commission has 

proposed, or should be binding, or 

binding except where the CHMP and 

CMD ª have well-founded reasons for 

not accepting the recommendation.º  

Both the composition and the role 

of the committee in relation to the 

other scientific committees of EMEA 

(including CAT) also need further 

discussion, according to the report of 

discussions in the working party.

The proposal for a list of medicinal 

products for human use under intensive 

monitoring has generated dissension 

over its impact and the practical 

aspects. There are questions over 

who in the EMEA should manage it 

and how, and the concept of including 

a special statement into the package 

leaflet (PIL) to indicate the medicine' s 

status has raised eyebrows.

There are many national officials 

who fear that such a statement 

to the public would give rise to 

unsubstantiated concerns for 

patients, with possible negative 

effects on compliance. It would also 

mean what are seen as unjustified 

administrative burdens for marketing 

authorization holdersÐ if their 

product was removed from the list, 

they might have to seek a variation 

of the marketing authorization to 

accommodate the modification of 

the PIL. Similar concerns have been 

expressed over the proposed inclusion 

of the summary of essential safety 

information in the SPC and PIL.

Further examination will also be 

needed of the proposals on supervision 

of postauthorization safety studies. 

These constraints will apply to 

noninterventional postauthorization 

safety studies that are initiated, 

managed or financed by the marketing 

authorization holder, voluntarily or 

following a requirement, and which 

involve the collection of data from 

patients or health care professionals. 

Before such a study is conducted, 

the marketing authorization holder 

will have to submit a draft protocol 

to the national competent authority 

if only one member state is involved, 

and to the Pharmacovigilance Risk 

Assessment Advisory Committee for 

studies to be conducted more widely. 

If the committee has any reservations, 

it will, within 60 days, issue either a 

recommendation on the draft protocol 

or letter of objection.

Final study reports are to be 

submitted to the national competent 

authority or the Pharmacovigilance 

Risk Assessment Advisory Committee 

within 12 months of the last patient 

visit unless a written waiver has been 

given. The marketing authorization 

holder has to consider whether the 

results of the study have an impact 

on the terms of the marketing 

authorization and is required if 

necessary to submit an application to 

vary the marketing authorization.

Other areas where differences still 

have to be resolved among national 

officials include a risk management 

system covering all products; the 

setting up and maintenance of 

national safety Web portals; and 

direct reporting to the Eudravigilance 

database by the marketing 

authorization holder and by patients.

The next crucial stage in this 

process will be the first opinion from 

the European Parliament, but this is 

not expected until the autumn, since 

the new parliament elected in June will 

not start work until July, and then takes 

an extended summer break. ❏

* Proposal for a Regulation of 

the European Parliament and of 

the Council amending, as regards 

pharmacovigilance of medicinal 

products for human use, Regulation 

(EC) No 726/2004 laying down 

Community procedures for the 

authorization and supervision of 

medicinal products for human and 

veterinary use and establishing 

a European Medicines Agency 

and Proposal for a Directive of 

the European Parliament and of 

the Council amending, as regards 

pharmacovigilance, Directive 2001/83/

EC on the Community code relating to 

medicinal products for human use.

EMEA Offers EudraCT Info to Public

Meanwhile, the European Medicines Agency is now preparing to make 

public some of the information in EudraCT, its database of informa-

tion on clinical trials in Europe. It is askingÐ via its own Web siteÐ for 

the views of interested parties (or whoever cares to respond) on which 

aspects of this information are of most interest, how the data might be 

used, and in what form users would prefer to access it. The online ques-

tionnaire asks about fluency in English, about the nature of interest in 

clinical trials (e.g., patient, medical student, researcher, general practitio-

ner, pharmacist, clinical subject), internet access equipment and habits, 

and ª your motivation for wanting information on clinical trials.º

Differences over the role of the committee is 
partly over whether its recommendations should 
serve as advice or be binding.
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deep frustration and concern with 

government-funded research programs 

and the politics and questionable 

practices associated with them. They 

are reluctant to speak out, however, 

fearing the harm it would bring their 

reputation and their career.

In fact, over the years there 

have been numerous scholarly 

articles and journalistic reports on 

a variety of questionable practices 

including academic institutions 

misusing and mismanaging federal 

research grants; unethical practices 

among professionals involved with 

government-funded clinical research; 

academic medical centers exaggerating 

and overstating the importance of 

their research studies; failure to 

disclose inspection results and serious 

adverse events among study subjects 

participating in NIH programs; 

compromised data reporting and 

misinterpretation of results; and the 

intense and unfair politics associated 

with grant applications and awards.5-10

Peer-review articles and media 

reports on deceptive industry 

practices have largely overshadowed 

those reports on questionable 

practices among academia and the 

NIH. But as industry is scrutinized 

and pressured to reform and improve 

its practices and behaviors, academia 

and the NIH must do the same.

Where to begin
Scholars and journalists have 

identified many potential and probable 

reform areasÐ some of these have 

been identified and touched on in this 

column. These are all areas requiring 

attention and, where necessary, 

remediation and reform.

With government spending in 

2009 projected to exceed 44% of 

gross domestic product (GDP) and 

W
ith so much attention 

during the past several 

years on the negative 

influences of industry 

on clinical research, one would 

think that all professionals employed 

and funded by pharmaceutical and 

biotechnology companies must be 

felons of the highest order.

Widely covered investigations 

headed by Senator Grassley, daily 

allegations posted on the Internet, 

and statements from Marcia Angell 

and other outspoken critics suggest 

that any involvement in the clinical 

research enterprise by pharmaceutical 

and biotechnology companies must be 

tainted and motivated by greed.1-3

Responding on their own to 

growing pressures from politicians 

and the public, many academic 

institutions have been disclosing their 

physicians'  business relationships 

with industry, no matter how trivial 

the amount. Early in 2009, several 

academic institutions jumped to 

distance themselves further: Harvard 

and Johns Hopkins, for example, 

announced much stricter limitations 

on faculty acceptance of speaking 

fees and gifts from industry. This past 

April, the Institute of Medicine (IOM) 

recommended that physicians sever 

all ties with industry.4

Colleagues in academia have raised 

numerous concerns about, and have 

documented, deceptive and unethical 

industry practices. Failures to disclose 

critical information about clinical trial 

results; distortions and exaggerations 

of the benefits of new interventions; 

and the pervasiveness of conflicts 

of interest that exist in physicians'  

relationships with industry are but 

a subset of the many questionable 

practices identified.

Taking things a step further, 

some colleagues are now calling for 

industry to have NO involvement in 

clinical research. They suggest that 

only academic-based professionals 

and those employed and supported by 

the National Institutes of Health are 

capable of ensuring probity.

This suggestion is naïve, bordering 

on delusional. Sadly, deceptive 

practices can be found throughout 

the clinical research enterprise. No 

stakeholder group is above repute and 

impunity. Guilt is evenly distributed.

A double standard
In my 20 plus years as an observer of 

the clinical research enterprise, I have 

yet to meet a professional currently 

or formerly employed by academia 

and the NIH who doesn' t possess 

Are Academia and NIH
Bastions of Integrity?
The public would be 
best served if both 
recognize their own 
questionable practices.

No area of clinical research is above repute: 
As industry is pressured to reform and improve, 
academia and the NIH must do the same.
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the Obama administration looking to 

optimize resources while pursuing 

ambitious health care reform 

initiatives, several colleagues have 

suggested looking closely at the 

inefficient use of federal clinical 

research funding. Specifically: How 

are tax payer dollars being allocated 

and how carefully are tax payer 

dollars being managed?

Poor financial controls in academia 

and the NIH, for example, are 

frequently cited by colleagues as 

an area most warranting attention. 

The media has uncovered many 

case examples over the years, and 

Senator Grassley' s investigations are 

now shining more light on this area. 

In my review of published data from 

HHS and the Office of the Inspector 

General, I found numerous violations 

documenting grant recipients who 

have taken advantage of the NIH 

ª honor systemº  of financial reporting.11

Problem areas appear to be most 

often related to cost transfers such 

as unallowable transfers and/or 

insufficient supporting documentation; 

failure to accurately capture the actual 

time and effort that staff have devoted 

to studies; failure to report financial 

conflicts of interest and questionable 

nonlabor costs charged to NIH grants 

such as lab equipment, and supplies 

that were purchased but not related to 

the research study.

During my participation on the 

clinical research roundtable at the 

IOM, several academic clinical 

researchers noted another area: 

the incidence of questionable and 

unnecessary research studies (i.e., 

studies that do not appear to merit 

NIH grant dollars and studies that do 

not appear to deliver actionable, useful 

results advancing medical knowledge 

and public health).

A May 20, 2009, report by a FOX 

news journalist represents a case in 

point. The report noted that the NIH is 

spending nearly $200,000 to investigate 

personal and cultural pressures on 

female and transgender prostitutes in 

Thailand. In my own cursory review 

of published data online listing funded 

NIH programs in 2008 across all 

institutes, I readily found examples 

of funded programs of questionable 

merit or that may have diverted 

funds away from more important and 

innovative research: a $75,000 annual 

grant looking at the impact of dragon 

boat racing on cancer survivorship, 

for example; a nearly $200,000 grant 

looking at soy almond bread as a 

complimentary therapy for prostate 

cancer; an annual $441,000 grant to 

study the healing powers of the canoe; 

a $261,000 grant looking at the risks 

facing female automobile drivers.

Redundancy & overpayments
Several colleagues have suggested 

that federal funding may be going to 

redundant research grants awarded by 

the same or different institutes of health. 

They argue that government funding 

needs to be better coordinated.12

Taking a cursory look at the limited 

publicly available information from 

the NIH, I found it difficult to identify 

and discern similar or overlapping 

2008 research programs. Still, a few 

examples raised red flags: $1.1 million 

in funding provided by different 

NIH institutes to three separate 

investigators at different universities, 

each looking at automobile-driver 

safety behaviors among the elderly; 

nearly $1.5 million awarded for three 

separate academic institutions to each 

study the prevention and treatment of 

lung injuries after chlorine exposure.

Similar to the conflicts of interest 

and greedy practices Senator Grassley 

and others have identified among 

physicians conducting industry-funded 

research, my colleagues insist that 

there is evidence suggesting that 

principal investigators (PIs) are doing 

the same in federally-funded programs.

The NIH has established policies 

setting salary caps for individual 

NIH grants; limiting a recipient ' s 

commitment to not exceed 100%; 

and requiring annual audits of 

organizations that spend in excess 

of $500,000 per year in grants. Still, 

my colleagues believe that there 

are loopholes due to poor financial 

controls that some academic PIs are 

exploiting to double and triple dip into 

the NIH grant pie.

From published sources online, it 

was easy to identify PIs, for example, 

who are receiving multiple grants 

from the NIH in 2008 that could 

conceivably have exceeded the salary 

cap. One investigator, for example, 

received 11 grants in 2008 totaling 

$3.1 million; another received 

nearly $5 million across five studies 

during that same period; and one 

PI received seven grants in 2008, 

across three separate NIH institutes, 

for $9.4 million. But in the absence 

of published information containing 

detailed budget data, it is difficult to 

determine whether, and the extent to 

which, select government-sponsored 

PIs may be gaming the system.

All about public trust
I am neither condoning, nor 

making excuses for, deceptive and 

questionable industry practices. And 

I certainly don' t want to diminish the 

undeniable fact that the vast majority 

of professionals involved with both 

industry- and federally-funded clinical 

research are honest, compassionate 

and hard-working.

What I am suggesting is that 

academia and the NIH are far from 

bastions of integrity. They are fooling 

themselves and putting the clinical 

research enterprise at risk if they 

Academia and NIH are putting the clinical research 
enterprise at risk if they believe that questionable 
practices are solely industry' s problem.

34    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com July 2009





Clinical Trial Insights

believe that questionable practices are 

solely industry' s problem.

Academia and the NIH must 

proactively look within their own 

back yards, and identify and correct 

questionable behaviors across many 

fronts. Failure to do so will most 

certainly invite public and federal 

scrutiny and will, ultimately, result in 

the loss of public confidence and trustÐ

sacred assets that the clinical research 

enterprise can ill afford to lose. ❏
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C
linical trial research sites are at the ground level of clinical re-

search, and are tasked with a myriad of responsibilities. First 

and foremost, clinical research sites execute trial protocols 

while providing the best patient care and experience, ensuring 

patient safety and gathering and providing accurate clinical 

data. Typically, sites are conducting multiple concurrent trials, in various 

stages, from recruitment to trial close. Simultaneous recruitment of pa-

tients meeting different study criteria is necessary. Patient visits must be 

scheduled and take place within time windows.

Regulatory compliance, IRB requirements, meeting milestones, and 

data gathering and reporting must occur. And trial finances, including 

sponsor invoices, provider payments, and patient stipends must be man-

aged. Added to these responsibilities are the operational and financial 

aspects of running and managing a business.

Patient recruitment and site performance continue to be challenges, and 

the geographical scope and complexity of trials continues to increase.1 The 

economic environment is driving increased sponsor focus on cost and time-
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lines, and is resulting in delays and cancellation of trials.2

This is directly impacting research sites. As a result, tools 

that facilitate communication, address workflow challenges, 

improve economic return, and provide the metrics to dem-

onstrate performance are becoming increasingly important.

A clinical trial management system (CTMS) favorably 

impacts site efficiency and productivity by centralizing 

informationÐ including searchable patient databases and 

trial protocolsÐ providing recruitment and screening tools, 

automating scheduling, managing finances, and providing 

the reporting and metrics needed for business oversight 

and growth. The result is simplified workflow, easier re-

cruitment, optimum use of advertising funds, proactive 

management of finances, more productive staff, and ready 

availability of proof points and metrics for sponsors.

Site introductions
Clinical Research Advantage, a site management organiza-

tion with multiple sites and many concurrent trials, has pro-

vided research services for over 18 years. Eric Levie, chief 

technology officer, says, ª As our business continued to grow, 

we wanted the ability to manage the scheduling and financial 

aspects of patient activity, and also use the information for 

staffing purposes and overall business financial oversight.º

Rochester Clinical Research has conducted more than 

450 clinical trials since 1994. A single site research organi-

zation, Rochester Clinical Research implemented the cur-

rent CTMS due to the frustration of a disjointed approach. 

President and Chief Executive Officer Pat Larrabee ex-

plains, ª We had a system with a partial database and some 

financials, but we used paper and Excel spreadsheets for 

scheduling. It was a multistep process. Our new CTMS has 

improved recruitment, optimized scheduling workflow, and 

has provided a better handle on metrics and finances.º

DCOL Center for Clinical Research, a dedicated research 

center and a department of the multispecialty clinic, Diag-

nostic Clinic of Longview, PA, has been conducting trials 

since 2005. DCOL implemented a CTMS for the financials. 

ª We needed a better handle on things, and needed to make 

sure things weren' t falling through the cracks,º  states Sue 

Faul, Contracts and Financial Administration.

Sterling Clinical Research was formed as an indepen-

dent research center in 1999 and now conducts many 

concurrent trials at three locations. With the growth, Ster-

ling implemented a CTMS to keep everything situated. 

ª We like the idea of having everything in one place,º  says 

Betsy Harris, marketing/database manager. ª Our CTMS 

has streamlined operations and provides the metrics to 

demonstrate success as a clinical research site.º

Benchmark Research conducts clinical studies at six 

different sites, and at any one time different sites can be 

running the same study. Charlie Ciarlo, customer service 

recruitment manager at Benchmark' s recruitment center, 

explained, ª We implemented a CTMS because we needed 

more on reports and budgeting, and wanted a solution that 

would manage all aspects of clinical trials.º

So how exactly does a CTMS help clinical research 

sites face challenges and improve performance?

Recruitment and metrics
Subject recruitment continues to be an area of concern 

for clinical trials. Industry experts estimate that a large 

percentage of trials miss timelines due to not achieving 

the number of needed subjects.1 Failure in recruiting and 

retaining subjects has the greatest impact on trial costs, 

delays, and failures. Sites that optimize subject recruit-

ment and retention will be more successful in the long 

term.3 Maximizing the use of existing patient databases 

and optimizing advertising return can help.

At Rochester Clinical Research, before implementing 

a CTMS, recruitment was not efficient. ª We kept track of 

volunteers and patients in books specific to a type of study. 

We would photocopy information, and put it in the right 

book. It was difficult and time-consuming to sort through 

the population of patients. People in books are not easy 

to target and reach,º  says Larrabee. ª We knew that we 

needed a patient database, and that it would be a fantastic 

resource. We wanted one that was searchable, with the 

ability to sort by conditions and demographics. With a 

CTMS, we target and manage our patient/volunteer popu-

lation. All aspects of recruiting have changed. And, we are 

better and quicker at identifying patients for studies.º

To achieve these gains, a CTMS must have a patient da-

tabase that can be sorted and is able to create targeted call 

lists. For studies that are difficult to fill, focused work with 

the database and call lists can fill those studies quickly. 

The site has also created a community within the database, 

with newsletters, email blasts, and advisory boards.

Sterling had ª so many spreadsheets,º  states Harris. 

Whenever a patient called, a phone screening form was 

used to obtain all information, and when staff had time, 

the information would be entered into a database. ª With 

a CTMS, we' ve eliminated paper forms, and enter all in-

formation into the CTMS in real-time. We' ve eliminated 

duplicate patient data entry. With the patient database, 

as soon as we get the green light to enroll, we' re ready to 

start. This is largely due to the ease of doing searches. 
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In fact, some studies are limiting us due to enrolling pa-

tients so quickly.º

At Benchmark, many aspects of recruiting workf low 

have improved. ª Before, we had to fax sites in order to get 

the data needed to prescreen and recruit,º  states Ciarlo. 

ª Now all the information is in the system. We have call 

lists, and manage reminder calls, emails, and notes history, 

directly from the system, saving a great deal of time.º

Rochester Clinical Research is seeing the benefits of 

tracking return on advertising. Tracking the return on 

advertising dollars is critical for optimizing recruitment, 

spending funds wisely, and maximizing sponsor funding. 

At Rochester, advertising ROI used to be tracked with 

manual ticks on a piece of paper. As a result, accuracy of 

the information relied on recall and how busy people were.

ª Advertising is very expensive, and media is in a huge 

transitionÐ we need to know how effective our advertising 

dollars are,º  explains Larrabee. He adds, ª 10 years ago an ad 

in the paper might generate 100 calls. Now it might be three. 

We need to know how to spend our limited budget dollars.º

A key CTMS feature is the ability to analyze advertising 

metrics somewhat automatically. ª We know where a call is 

coming from. The database is much more powerful than ex-

pected. It ' s changed how we recruit and where we put our 

advertising dollars. We know what ' s working and what ' s 

not.º  Efficient use of recruitment dollars has helped the site 

get to goals sooner. And, the metrics are available to negoti-

ate with sponsors for additional advertising funds.

Balancing act
With multiple studies, different protocols, specialized needs, 

and sometimes multiple locations, study scheduling, staff-

ing, and tracking can become daunting, and performance 

metrics difficult to obtain. Studies show that about half of 

sites will underperform. Even sponsors admit that they are 

not certain which sites will meet objectives and which will 

fail.4 The ability for sites to self-monitor performance and 

have the metrics to use in discussions with sponsors leads 

to improved site and overall trial performance.

At Clinical Research Advantage, the CTMS provides 

the ability to build study windows and automatically 

schedule patients. As soon as any site knows a patient is 

interested, information can be entered into the database 

in real-time, so call centers can schedule immediately. 

Previously this was done with paper calendars and visit 

windows were calculated manually by the coordinator. 

Now, calendars are shared across sites and site managers 

have a view of what is going on.

Previously, Rochester Clinical Research had one gi-

gantic appointment book, and only one person could 

schedule at a time. Paper scheduling was very frustrating 

and took a long time. With a CTMS, protocols and visit 

windows for every study are available to multiple people. 

ª Electronic scheduling has made life easier for so many 

people,º  says Larrabee. Now, as soon as someone quali-

fies, he or she can be scheduled for their first appoint-

ment immediately. If something is changed, there is a re-

cord of who has changed it. An overview of visits provides 

real-time data and highlights when patients need to be 

scheduled to stay within the visit window.

At Benchmark, since all locations are in the system, 

the central office is able to enter the database and have 

immediate access to information. Appointments can be 

scheduled without calling a location to get all the patient 

information. ª Before, we had to fax sites in order to get 

the data needed to prescreen and recruit,º  states Ciarlo. 

ª Now we can just click a button and see what we need 

to see. Everything is faster. We can get work done more 

quickly, and don' t need overtime.º

Levie is seeing an added benefit. ª Before we had our 

CTMS it was difficult to know which visits were going on 

at which sites, and managing labor was difficult. Other 

than paper logs, it was hard to visualize how much business 

there was at each site without calling or faxing. This took a 

great deal of time,º  explains Levie, ª and it was just as time 

intensive to get an overview of where we were with studies 

and patient loads. We used to have to call constantly, and 

even then, it was difficult to get up-to-date information.º

Now, all information is available in real time and acces-

sible from a central location. A study dashboard shows the 

status of each study and how well each site is doing on a 

particular study, as well as overall, and the forecasting re-

port makes workload planning easier. ª The CTMS needed 

to provide these features,º  says Levie, adding, ª we can now 

be proactive and shift labor among sites, only hiring tempo-

rary help when necessaryÐ this is helping save costs.º

Larrabee is seeing a similar improvement in workload 

planning, but in a single site environment. Prior to the 

CTMS, there was no overall and forward view of the 

schedule and no way to get data on upcoming appoint-

ments. This made it dif f icult to minimize scheduling 

conflicts, plan workload, and proactively adjust staffing. 

Also, without past study information, data for workload 

projections was not available. Larrabee comments that 

ª now we don' t need to rely on a ` gut '  feel to assign studies. 

We' re able to project what ' s needed and make assignments 

based on the workload data.º  When patients are sched-

uled, availability of staff and resources are assured.
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A CTMS has also facilitated data collection and has 

improved study start-up time. Mervyn Weerasinghe, MD, 

principal investigator, comments that ª it ' s much easier to 

get things done in time for study start-up. All documents 

can be turned around quickly 

and usually within 48 hours 

or less.º  Feasibility analysis 

is a key step in assessing 

whether a site can execute the 

trial with available resources, 

and if not, what is needed.5 A 

database of historical and ac-

curate information is key for 

medical and clinical directors 

who have responsibility for 

preparing the analysis.

Levie is also seeing the ad-

vantages of a searchable da-

tabase. Before ª we had to dig 

through charts.º  He notes, 

ª We' ve definitely saved time 

with a CTMS, especially for 

studies similar in nature.º  

With a solid database, the 

regulatory department has 

become more ef f icient. It ' s 

easier to pull data for IRB 

reporting, and information 

is available without having 

to call the coordinator. Also, 

s ince dat a is ma int a ined 

electronically, it ' s quicker to 

get accurate info.

Coordinators also are more efficient. Previously, they 

spent a great deal of time gathering data for regulatory 

purposes, questionnaires, and stipend processing. Now, 

information is easily available, so coordinators can do what 

they do best: work with the patients and follow the proto-

cols given. Having a CTMS minimizes the amount of time 

spent on nonpatient related activities.

Money management
Financial management and reporting are streamlined with 

a CTMS. Without it, it is difficult for sites to know where 

study finances and overall finances stand. And the day-

to-day operational aspects of managing finances are cum-

bersome. With postponements and delays of trials and an 

increase in uncollectible receivables, it has become increas-

ingly important for sites to proactively manage finances and 

improve the ability to link payments received to studies.2

Previously, hundreds of spreadsheets were used at Clini-

cal Research Advantage, and it took a great deal of time to 

gather the information needed for payments. All financial 

activity was manual. Now, internal controls are in place, and 

with a few clicks, the central office can take care of stipend 

payments. Says Levie, ª With the overview of visit win-

dows, we' re able to budget better, and with real-time data, 

we have an accurate snapshot 

of the profitability of a study. 

Our CTMS is a great tool to 

forecast cash f lows and rev-

enues, and to track payments 

to providers. It ' s much simpler 

when the data is in a central 

location, rather than hundreds 

of spreadsheets, and we' ve 

just implemented QuickBooks 

integration to automate our 

check processing flow.º

Reporting is more efficient, 

more accurate, and the infor-

mation needed for internal 

business management and ex-

ternal communication is avail-

able. Having a CTMS has im-

proved communication among 

al l depar tments Ð f inance, 

marketing, recruitment, train-

ing, operat ions Ð and has 

combined collectively all of 

the departments'  information 

through access to one central-

ized database. Before their 

existing CTMS, Rochester 

Clinical Research ª didn' t really 

know where finances stood un-

til several weeks after the close of the month, and even then 

it was time-consuming to compile the information and en-

sure its accuracy,º  says Larrabee. ª Now, at 11:00, we can tell 

what kind of day we' re having, not weeks or months later.º

In addition, a CTMS enables more targeted goals for 

employees. ª Because of the comprehensive metrics, we 

have a much better idea of which studies are profitable 

and which will have a better yield. We can prepare a bud-

get more quickly than before because we have the actual 

costs. Also, we can look at past months and trends when 

choosing studies, and we know which studies we can do 

wellÐ and have the metrics to prove it,º  Larrabee notes.

ª Before implementing a CTMS, we didn' t really know 

the volume of work. We had a ballpark figure, but no spe-

cifics,º  Faul explains. After implementing a CTMS, DCOL 

is able to track the number of visits, average intake per 

visit, and dollars to break even, down to the visit level, and 

can also set break-even volume goals for staff. Faul adds, 

ª We have a complete study budget tracking toolÐ every-

thing is in sightÐ we know what we' ve done, what we' ve 
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been paid for, and what we' ve paid to providers and pa-

tients.º  This was very difficult to do before.

Now every time a payment comes in, DCOL does a ª mini 

audit.º  ª If there' s something we haven' t been paid for, we can 

follow up, and shorten the timeline for sponsor payment. It ' s 

also easier to tie checks that come in to a particular study,º  

says Faul. DCOL tracks everything from advertising to 

one-time negotiated fees, and regularly compares actual to 

budget. Faul adds, ª We also track vendor statements within 

the CTMS. This is particularly important when procedures 

aren' t done on site. We' re proactive about paying people.º

Successful adoption
Implementing any new IT system can be daunting and goes 

beyond the technology change. Processes and workflow 

need to change to gain the benefits, and old habits must 

change. Transitioning from a different IT system requires 

data export into the new system. When transitioning from 

manual methods and Excel spreadsheets sites can decide 

to switch to the CTMS only for all new studies moving for-

ward, or enter data from all existing open studies. Either 

way, it ' s important to train staff, understand how it inte-

grates with policies and procedures, and modify processes 

and workflow as needed. Although immediate benefits can 

be derived, a full transition can take months.

At Clinical Research Advantage, Ange-Lisa Ashbeck, 

certified clinical research coordinator and director of train-

ing states, ª We went from employees thinking they weren' t 

going to have to go through the pain of transition, to an ac-

ceptance that now they don' t know what to do without it.º

At Sterling, Harris notes that ª the training of our staff 

was probably the most dif f icult part of the transition. 

We separated staff and trained them only on things they 

would do¼ this was less overwhelming.º

To facilitate its adoption and use, Rochester Clinical Re-

search also separated initial task responsibilities, assigning 

training and responsibilities by job function, for example, re-

cruitment, finances, and regulatory. People can be afraid to 

give up paper, and have a natural fear of how the new tech-

nology will work and whether it will do what it promises.

Rochester also chose a set number of new studies to start 

the cross-over and implementation. Inputting data, develop-

ing habits, and learning by trial and error were important 

for successful CTMS adoption at DCOL. ª The more we use 

the system, the more reliable the data becomes,º  Faul states: 

ª What' s nice is that the data is there, not in someone' s head, 

and we' re building history. We have a stable record of what' s 

happened that carries over with time.º

A phased transition and breakdown of responsibilities 

can be very successful in maximizing benefits derived 

from a CTMS, as well as the recognition that there will be 

an ongoing evolution of its use over time.

ª Aº  for efficiency
These examples show how a comprehensive CTMS can 

improve the efficiency and productivity at different kinds of 

sites. This is achieved by centralizing information, enabling 

real-time access from multiple locations, providing patient 

databases and recruitment tools, automating workf low, 

managing finances, and providing the data and reporting 

needed for business oversight and growth.

A CTMS needs to be able to handle all aspects of clinical 

trial management so that sites can focus on clinical trial 

execution and managing the business. The right CTMS 

improves patient recruitment, optimizes return on invest-

ment, enables more efficient execution of trials, improves 

communication, and provides the metrics needed to op-

timize profitability. And, a CTMS sets a strong base for 

ongoing improvements in communication and collaboration 

across the research environment.

Levie sums it up with ª We have a better vision of the 

business. We can see what' s going on in real-time. We know 

what we can handle, and don' t take on too much or too little. 

We have the proof points and the data we need for sponsors. 

We use the tool to be more efficient overall. It helps us be 

the best we can for patients and sponsors.º

References
D. Myshko, ª Global Development,º  PharmaVoice, March 2009, 

24 -29.

K. Getz, ª Is Clinical Research Recession Proof?º  Applied Clinical 

Trials, March 2009, 32-34.

E. Moench, ª The Business of Recruitment,º  Applied Clinical Tri-

als, March 2009, Trends in Subject Recruitment Insert, 8-10.

K. Getz, ª The Elusive Sponsor-Site Relationship,º  Applied Clini-

cal Trials, February 2009, 38-40.

M.E. McIvor and S.F. Neill, ª Establishing an Investigator Site for 

Clinical Research Trials,º  The Monitor, December  2008, 41-44.

Maria Durkin is vice president and director of marketing and 

operations for Bio-Optronics, 1870 South Winton Road, Suite 

10, Rochester, NY 14618, email: mdurkin@bio-optronics.com.

1.

2.

3.

4.

5.

44    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com July 2009

A phased transition and 
breakdown of responsibilities can 
be very successful in maximizing 
benefits derived from a CTMS.

FIND OUT MORE

For more articles on clinical trial management 

systems, visit appliedclinicaltrialsonline.com





I
f you are not already doing so, it ' s time to 

make crisis communications preparation 

a standard part of your clinical trial plan. 

Lawsuits involving clinical research trials 

are on the increase, so much so that a new 

area of law is developingÐ research malpractice.

Unlike standard medical malpractice lawsuits, 

in research malpractice plaintiffs and attorneys 

target just about anyone associated with 

a clinical trial: doctors, universities, re-

search institutions, drug companies, clin-

ical trial review boards, and even patent 

holders of certain medical devices.

Not only does this open up everyone 

involved to the possibility of having to 

make potentially large financial payouts, but 

more damaging and long-lasting is the negative 

image and damage to your institution' s reputa-

tion. With today' s 24-hour news cycle and the 

Internet, any negative news can spread around 

the world at lightning speed.

Add to the mix the explosion of citizen report-

ing and blogging and you have a volatile combi-

nation that can cause irreparable damage to all 

involved in a clinical trial if not properly man-

aged. Individual, corporate and/or institutional 

reputations can be blemished, if not ruined.

This article provides a summary overview of 

the changes that have occurred in the legal and 

research environment, what caused them, and 

how researchers and institutions can prepare and 

manage their strategic communication plans to 

avert or manage these new potential crises.

A snowball effect
Until recently, few would have thought such 

crisis communication preparations were nec-

essary. Two events in the 1990s triggered the 

change. The first was a 1995 report by Presi-

dent Clinton' s Advisory Committee on 

Human Radiation Experiments, which 

documented abuses in radiation experi-

ments on unwitting citizens during the 

1940s. The second, and better known, 

was a widely publicized lawsuit involving 

the 1999 death of Jesse Gelsinger, an 18-

year-old participant in a gene-therapy trial at the 

University of Pennsylvania.1

Before these incidents, lawsuits involving 

trials were very rare. Signed forms by par-

ticipants giving their informed consent were 

thought to give researchers immunity against 

potential lawsuits. So what happened? As Alan 

C. Milstein, the Pennsauken, NJ, attorney who 

John F. Kouten

 A TEN 
Step Trial 
Crisis Plan

Today' s drug sponsors need 
to prepare and practice for worst-
case clinical trial scenarios.
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represented the Gelsinger family in its suit against the 

University of Pennsylvania, explained, the outcome of 

that case ª eviscerated the cloak of immunity º  that in-

formed consent signatures had provided for the research 

community. The lawsuits showed it was possible to find 

flaws in the informed consent process and sufficient room 

in the wording to be successful.

Noting that he himself has successfully filed and set-

tled 20 such cases since then, Milstein said, ª Signed con-

sent forms are no longer worth the paper they are written 

on. Most of the time they fail to really inform subjects 

in a way so they understand everything about the study 

and how it will affect themº 2 (See Sidebar: Why Informed 

Consent May Not Protect You). The ensuing litigation 

triggered a number of similar suits alleging, among other 

things, inadequate informed consent, breach of informed 

consent, and conflicts of interest.

Rising lawsuits
Although no precise data are available 

on the number of injuries that have oc-

curred from clinical trials Ð partly be-

cause no one government body regulates 

them all Ð or exactly how many lawsuits 

have been f iled or settled during the 

past decade, clearly there is a significant 

trend toward more lawsuits involving 

clinical trials (see Table 1).3,4

Those accused range from pharmaceu-

tical and biotech companies to hospitals 

and IRBs as well as individual research-

ers. Most of the allegations focus on the 

issue of informed consent, and are based 

on claims that the research participants 

did not receive enough information be-

fore agreeing to participate.3

There are a number of reasons for 

the spike in lawsuits, not all of them 

related to the massive number of clini-

cal trials currently underway. To begin 

with, public distrust of pharmaceutical 

companies and concerns about possible 

lax ethics of clinical investigators and 

research institutions are on the rise. 

Lawyers say that public risks have in-

creased over the last decade as the drug 

industry tries to meet Wall Street ' s de-

mand for steady growth in profit.5

Greg Koski, MD, director of human 

research affairs at Partners HealthCare 

System, Boston, blames lapses in profes-

sionalism and irresponsible conductÐ

as well as greater awareness of these 

lapses by the public and legal professionÐ for fueling the 

increase in lawsuits.3

ª The fundamental problem is a system in which investor-

owned businesses have control over the evaluation of their 

own products,º  said Marcia Angell, editor-in-chief of the New 

England Journal of Medicine from 1999-2000. ª Oversight of 

clinical trials is too important to leave in the hands of drug 

companies and their agents.º 6

Another reason is that the distinction between experi-

mentation and treatment is becoming increasingly blurred. 

Many chronically ill people who lack health care coverage 
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Public risks have increased over 
the last decade as the drug 
industry tries to meet Wall Street' s 
demand for growth in profit.

Why Informed Consent May Not Protect You

 1. The consent form may not specify the potential risks.

 2. The consent form may not mention death as a possible risk.

 3. The patient may not have been informed of new side effects or
  risks that came to light during the investigation. Incorrect
  language or facts may appear on the consent form, such as
  indicating the trial is FDA approved.

 4. Despite explanations, the participant may not understand the
  procedures involved. According to a February 7, 2007, Joint
  Commission white paper entitled ª ' What Did The Doctors
  Say?: Improving Health Literacy To Protect Patient Safety,º
  44% of patients who signed informed consent forms did not know
  the exact nature of the operation to be performed, and 60% to
  70% did not read or understand the information in the form.

 5. The researcher is unable to show irrefutable proof of informed
  consent or document the informed consent discussion with patients.

 6. An improper person may have signed a consent form.

 7. The consent form may not have been signed by anyone.

 8. It is often difficult to prove whether the illness or debilitation
  was caused by the clinical trial or the normal progression of 
  the existing condition.

 9. There has been an increased focus over the past couple of years
  on patients'  rights, resulting in more suits.

 10. The consent form may fail to indicate any potential conflicts of
  interest on the part of the researcher or institution.

 11. Patients have unrealistic expectations of outcomes, so they
  may sue.

 12. A consent form does not release from liability a physician who was
  negligent in performing a medical procedure.
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are increasingly relying on clinical trials for their medical 

care. For these people the experiments have become treat-

ments; clinical investigators are their specialists. This is 

especially true in poor countries, so trial sponsors must 

make certain that these patients truly understand the 

informed consent forms. Otherwise, enrollment of these 

poor individuals may seem coercive or exploitative (See 

Sidebar: Some Patients Don' t Want Trials To End).

Researchers agree that such subjects number in the 

thousands and their ranks are swelling. So when outcomes 

are not positive, people feel the need to sue, said J. Mark 

Waxman, a Boston attorney.3 In addition, Seattle attorney 

David Breskin said he believed more clinical trial lawsuits 

are on the horizon because the public has ª become more 

aware of the rights of research subjects in clinical trials.º 4

Finally, the Internet and television advertising have made 

it easier for lawyers to find potential plaintiffs looking to sue. 

ª We' re looking to make sure that people know they have a 

claim, and they know they are represented if they choose to 

be,º  said Charles S. Zimmerman, a Minneapolis lawyer.5

Following the money
Much of the zeal of plaintif f lawyers 

comes from the increasing aggressive-

ness and wealth of the trial bar. Like 

Willie Sutton, who famously explained 

that he robbed banks because ª that ' s 

where the money is,º  trial lawyers, en-

riched and emboldened after success-

ful fights against asbestos and tobacco 

companies, have increasingly trained 

their sights on drug makers.5

A number of plaintiff law firms have 

joined forces to fight complicated cases 

in the hope of multimillion dollar pay-

offs. Even when lawyers don' t form ex-

plicit partnerships, they work together 

and trade information at conferences 

with names like ª Mass Torts Made Per-

fect º  and ª The Knowledge to Conquer.º  

Said lawyer J. Michael Papantonio, of 

Pensacola, Florida: ª It ' s a different day 

out there.º 5

This is bad news for cl inical re -

searchers. CenterWatch, a clinical tri-

als listing service, estimates that the 

number of industry trials rose world-

wide from 40,000 in 2000 to 59,000 in 

2006.8 In October 2008, the U.S. gov-

ernment reported 62,693 clinical trials 

ongoing in 158 countries.9 As the num-

ber of trials continues to balloon, so 

too does the probability of something 

going wrongÐ the more drug trials, 

the higher the risk of malpractice lawsuits.

Tough odds
Consider just a few of the many things that could go wrong 

during a trial. To begin with, potential risks abound when 

you are dealing with medicines, even FDA-approved meds. 

The wrong drug may be administered or the wrong dose 

given. Neither is it uncommon to find drugs mislabeled or 

contaminated. Some researchers have even been unlucky 

enough to be involved in trials that experienced unfor-

tunate issues such as serious adverse events, especially 

death. Then, too, there are the unforeseen adverse events 

that were not reported to researchers in a timely manner so 

that the events might have been averted.

And today more and more people without health care 

coverage are using clinical trials for their medical treat-

ment. This frequently results in the enrollment of ineligible 

persons and, deliberate or not, an improper informed con-

sent process. So when unforeseen adverse events occur, 

the consequences are even more damaging.
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Personal Injury Litigation A research volunteer alleges a physical 

 injury or his or her family alleges death 

was caused by the victim' s participation 

 in a research trial 

Securities Litigation A publicly traded company sponsoring a

 research trial could be subject to litigation 

for violating SEC reporting obligations 

 if the safety and efficacy of a new drug 

or device cannot be shown during a

 clinical trial

Intellectual Property Theft A former employee may have 

 stolen confidential trade secret 

 information

Defamation/Wrongful  A researcher or staffer subject to an 

Termination internal research misconduct inquiry 

 could bring suit for defamation or,  

ultimately, a wrongful termination action 

 for any adverse employment decision

Breach of Contract A contract research organization, for 

 example, might be sued for failing to 

perform its contractual obligations

Insurance A participant may sue his or her insurance 

company to receive coverage for costs of 

 participating in a clinical trial

Property Interest A participant may attempt to claim a 

 property interest in his or her own blood

or genes

Collection Action A research site may need to go to court to 

collect payment for services rendered

Source: Andrew Agati, ª Clinical Research Trials in the Courtroom,º  in Clinical Research Law and 
Compliance Handbook (Jones and Bartlett Publishers, Sudbury, MA, 2006) p 412.

Table 1. Involved in trials? Watch out for these types of lawsuits.

Lawsuits that Emerge from Clinical Trials 
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Ramifications can be significant: Aside from losing time 

and money spent investing in the new drug or device, fed-

eral funding could be taken away, all trials (not just the one 

from which the allegation emanated) could be stopped, and 

both civil and criminal fines and penalties are possible.10

But far more damaging and long-lasting is the negative 

image and damage to your institution' s reputation. All 

we have to do is open any newspaper or general circula-

tion publication to read negative news about clinical tri-

als. All of these stories are unfortunate, and sometimes 

heartbreaking. However, we can never say they were 

unforeseen.

As professionals responsible for clinical trials we can 

foresee most negative issues relating to trial implementa-

tion. Whether we have experienced negative issues person-

ally or have witnessed these issues from afar, we should all 

learn from them that it is not a matter of if they will happen 

again, it is a matter of when they will happen again.

In case of emergency
Our intimate knowledge of the clinical trial development, 

recruitment, and reporting processes makes us experts on 

what can and will go wrong. Knowing this, we should do 

our best to develop plans and mechanisms to prepare for 

these issues and mitigate their impact on our other clinical 

trials and on clinical research overall.

One of the first steps is to approach your corporate 

public relations staff or external PR firm and ask for help. 

In addition to the PR team assuming the lead role in this 

work, key corporate functions at the table should include 

representatives from the legal, medical, regulatory, and 

corporate departments of your company or client com-

pany. Once the team is identified and has agreed that a 

strategic issues management plan is necessary, it ' s time to 

get to work.

Following are 10 steps for developing and implementing an 

effective issues management plan.

1. Try to anticipate every conceivable (and perhaps incon-

ceivable) worst-case scenario. What could befall your clinical 

trials that could require media contact? Ask yourself ques-

tions such as: What are the greatest risks? Who could be 

impacted? How severely? What assistance can we provide? 

Who are our third-party advocates?

2. Develop a response for each scenario. Prepare a com-

prehensive Q&A and set of key talking points that 

address the public' s concern for that particular 

situation. Talking points are facts that are incor-

porated into your formal response, such as your 

organization' s concern about what happened, 

their philosophy regarding consumer safety, and 

the immediate steps to be taken. Unless you pre-

pare your responses in advance and continually 

practice them, it is almost impossible to respond 

effectively to the press. There are too many other 

things to think about and do once crisis hits.

3. Coordinate your media responses with your legal 

department in advance. Attorneys are cautious by 

training, sometimes overly so from a PR standpoint. 

Make sure you know all the legal ramifications in-

volved, especially if there are lawsuits pending. Try 

to strike a balance between privacy rights, possible 

admissions of negligence or guilt, and the public' s 

right to know. Get written clearances beforehand 

for prepared statements that can be distributed to 

the media.

4. Never tell the press ª no comment.º  It ' s the 

worst thing you can say, because then you open 

the situation to speculation, most of which will 

probably be wrong. But the damage will have been 

done by the time you get around to responding. 

ª No commentº  automatically implies guilt or that 

there is something to hide. (That ' s another reason 

50    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com July 2009

Never tell the press ª no comment.º  
It' s the worst thing you can 
say, because then you open the 
situation to speculation.

Some Patients Don' t Want Trials to End

Not all clinical trial lawsuits come about because something 

went wrong or someone got hurt. In a novel twist from the 

typical clinical trial lawsuit, in which patients sue because 

something goes wrong, in 2004 plaintiffs in two casesÐ one 

in Kentucky and the other in New YorkÐ sued Amgen Inc., 

in Thousand Oaks, California, because they were denied 

continued access to an experimental drug for Parkinson' s 

Disease that they felt was beneficial.

Amgen had halted the drug trial, citing data that suggested 

the drug may cause brain damage. But many patients felt 

the drug was beneficial, so they sued Amgen hoping a judge 

would force the company to continue giving them the drug.

On June 6, 2005, U.S. District Judge P. Kevin Castel 

ruled in New York that Amgen was under no contractual 

obligation to continue supplying the drug and that the 

informed consent forms signed by the patients acknowl-

edged Amgen' s right to stop the trial.11

A month later, on July 8, 2005, U.S. District Judge Joseph 

M. Hood in Kentucky issued a similar rule in Amgen' s favor, 

finding that the company had a right to discontinue the trial 

of a drug it considered potentially harmful.12

ª The legal argument,º  said Mark Gately, the lawyer who 

represented Amgen, was ª ` Who gets the right to make a 

decision to stop a trial: the patient or the sponsor?'  Both 

judges found it was the sponsor' s right, and that' s prob-

ably the most important precedent.º 4
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you want to have responses prepared in advance for every 

possible contingency.) If you don' t know the answer, just 

say so. Tell the reporter you will try to find someone who 

has the answer and will get back to him or her.

5. Designate a corporate spokesperson (and a back-up).

This person will represent the company when talking to 

the press, so make certain everyone in your organization 

knows who that person is. Caution all company personnel 

they are not to speak with any reporters but to refer them 

instead to the designated spokesperson. It is imperative 

that your company speak with one voice, one message. 

Make certain your spokesperson understands the impor-

tance of never answering hypothetical questions or ques-

tions involving conjecture or speculation.

6. Hold crisis training media drills. This way everyone 

knows their role, where to go, and what to say. Have staff-

ers play reporters questioning your spokesperson so they 

can practice the appropriate prepared responses. Like any 

other activity involving practice, the more your spokesper-

son practices crisis responses, the better they will be if an 

actual crisis develops.

7. Review your anticipated scenarios and responses periodi-

cally. Try to determine whether you need to update your an-

ticipated situations or your planned responses.

8. Institute a media monitoring system if you don' t already 

have one. Many media and a number of Internet search 

services now provide instant messaging regarding news re-

ports that include the designated key words you' ve chosen 

for following coverage. Use them and make certain some-

one monitors the reports as they come in. Consider it part 

of that early warning system discussed previously. Your PR 

department or external PR firm can help you find the right 

media monitoring mix.

9. Stay calm when crisis strikes. Take your time to assess 

the situation carefully, then implement your plan. You will 

be able to effectively manage whatever crisis comes your 

way if you have carefully prepared, updated, and practiced 

your plan. Remember, you have control over what you say, 

how you say it, and when. That ' s why it is so important to 

prepare for all possible crises in advance.

10. Above all, be truthful. Reporters are by nature skepti-

cal. But as recent surveys show, the public is growing ever 

more cynical about drug makers. According to the Kaiser 

Family Foundation survey, only 18% of consumers believe 

pharma ads can be trusted ª most of the time.º  That ' s down 

by almost half since 1997, when one-third of people sur-

veyed said pharma ads could be trusted most of the time.

Be prepared
No two organizations are exactly alike. Each company, 

institution, hospital, university, and research laboratory 

has its own unique qualities and should try to capitalize 

on these distinctions. Nonetheless, no organization can 

assume that because it has always done well in the past, it 

will continue to do well in the future.

As this article points out, participants in research stud-

ies and their lawyers have become more aggressive in 

seeking damages for personal injuries and deaths alleged 

to be the result of participation in a clinical research trial. 

Informed consent and signed forms no longer provide im-

munity against such lawsuits, because plaintiff lawyers 

have become more aggressive and more skilled at finding 

legal technicalities that can result in multimillion dollar 

payouts. If your organization does not already have a crisis 

communication plan as part of its standard operating pro-

cedures, what are you waiting for?
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H
istorically, limited numbers of pedi-

atric clinical trials have been con-

ducted. As a result, there is wide-

spread use of unlicensed and off-label 

medicines by children that are not 

thoroughly evaluated for safety and efficacy. This 

has increased the potential for under and over-

dosing and adverse reactions.1 Thus, there is 

clear need for more medicines and formulations 

for children to be evaluated in appropriate trials.

It was with these considerations in mind that 

U.S. and more recently EU legislation was en-

acted to increase the number of medicines ap-

propriately evaluated for children.

The EU Pediatric Regulation (which 

came into force January 2007) requires 

companies to produce a ª Pediatric In-

vestigation Planº  (PIP) at the end of 

Phase I studies in adults for all medi-

cines containing new active substances, 

detailing the investigations and clinical trials to 

be undertaken in the pediatric population. PIPs 

are also required when the use of patented 

products is being extended.

The EMEA' s Pediatric Committee (PDCO) 

considers all PIP applications. Completion of all 

studies outlined within approved PIPs brings 

potential financial reward in terms of patent or 

data protection as part of the licensing process. 

In addition, special regulations apply for off-pat-

ent medicines to be developed for children, and 

provision has been made for regular calls for EU-

funded research on older medicines.

In the light of the EU regulation and medicines 

for children increasingly becoming a priority for 

governments, a number of national pediatric re-

search networks have been established.

For example, in the United Kingdom, the Na-

tional Institute of Health Research (NIHR) Med-

icines for Children Research Network (MCRN) 

was established in 2005 to improve the coordina-

tion, speed, and quality of randomized controlled 

trials and other well-designed studies of 

medicines for children and adolescents. 

All clinical study phases are supported 

by the Network, including early phase, 

experimental studies.

Other national networks, which con-

duct clinical studies under this remit, 

have also been established in other EU coun-

tries, including Belgium, Finland, France, Ger-

many and Holland (see Table 1).

Support for pediatric studies
The MCRN supports public, pharmaceutical/

biotech sponsored and investigator-initiated 

(industry funded) clinical studies in over 100 

National Health Service (NHS) sites in Eng-

Andrew C. Rose and Rosalind L. Smyth

Support for 
UK Pediatric 
Studies 
Inside the Medicines for Children 
Research Network and its work to 
improve medicines for the young.
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land that serve approximately 6 million children. The 

NHS is the world' s largest publicly funded health service 

providing health care to the UKÐ England, Scotland, 

Wales, and Northern Ireland. The National Institute of 

Health Research (NIHR) is responsible for maximizing 

the research potential of the NHS in England and funds 

the activities of MCRN and other networks.

Investigators (NHS/academic) and company representa-

tives can approach the MCRN for assistance at all points in 

the development of a study, from an initial idea through to a 

full protocol, to help with feasibility, site set up and patient 

recruitment. The MCRN' s aim is to become a single point 

of contact for all enquiries relating to medicines for children 

studies and aims to foster close and productive collaborations 

between Network staff, investigators/sites, com-

panies, and other funders to ensure delivery.

Infrastructure
The six MCRN Local Research Networks 

(LRNs) assist investigators/sites working on 

studies in primary, secondary, and tertiary cen-

ters (see Figure 1 and Table 2). Local Research 

Network staff provide a range of support with 

feasibility, site set up, patient recruitment, and 

performance managementÐ outlined in the 

sections that follow.

The Network also collaborates closely with 

UK Clinical Research Facilities, specialized 

facilit ies that can support early phase, ex-

perimental studies. In addition, the MCRN 

has developed an Extended Neonatal Network 

to promote and support large scale clinical 

research in neonatology units across the UK. 

Publicly funded investigators can also obtain 

assistance from the MCRN Clinical Trials Unit 

(CTU), the National Perinatal Epidemiology 

Unit (NPEU), and a wider network of other 

UK Clinical Trials Units that support pediatric 

study design and management.

Regulation, protocol, and other advice
Commercial and NHS/academic investiga-

tors can approach the MCRN for support with 

protocol and program development. Advice on 

protocols and program development can be 

obtained from the MCRN' s advisory Clinical 

Study Groups (CSGs), which cover the major-

ity of pediatric specialities (see Table 3).

Clinical Study Groups are multidisciplinary 

and include senior doctors, nurses, pharma-

cists, basic scientists, and consumers. Initial, 

limited advice is usually provided by Clinical 

Study Groups without charge, but if companies 

require more extensive advice, the Network assists with 

the identification of relevant experts (contracting/financial 

arrangements typically made directly between companies 

and experts). This contrasts with some other European 

Networks that derive income from consultancy services 

offered directly to companies. The MCRN has received a 

number of requests for advice on the new EU Pediatric Reg-
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The MCRN has received a number 
of requests for advice on the 
new EU Pediatric Regulation, and 
expects them to increase.

MCRN Networks in the UK

Figure 1. Map of the MCRN Local Research Networks.

Source: MCRN
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ulation/preparation of PIPs, and the Network expects the 

numbers of these types of request to increase. The MCRN 

can also advise on formulations and on consumer matters, 

including the preparation of patient information sheets. In 

addition to their advisory role, Clinical Study Groups iden-

tify research priorities and develop their own study propos-

als to address important research questions.

Feasibility
The MCRN supports top-level, UK-wide assessments of 

study feasibility through the Clinical Study Groups and 

can help with site identification. The Network can identify 

investigators located in Local Research Network supported 

sites that are interested in working on studies.

Initial site identification is typically completed within a 

10 working day time period. Starting with feasibility, the 

MCRN Local Research Network staff ensure that clinical 

trials involving children are performed efficiently to the 

highest standards across NHS sites.

Site set up
Timely site set up is clearly critical to the success of a 

study, but significant delays are often experienced. To ad-

dress this, the MCRN assists with study set up following 

site and country selection and adoption to the Network' s 

portfolio of studies. For a study to be adopted, the MCRN 

assesses whether the study is well designed and of rel-

evance to the NHS and its patients, and that the Network 

can deliver the study efficiently.

Following adoption, Local Research Network staff work 

with sites to assist with study costing, local ethics and R&D 

approvals, contracting, and staff training. All staff (commer-

cial/noncommercial) associated with adopted studies qualify 

for free NIHR Clinical Research Network (CRN) and MCRN 

training, including Good Clinical Practice (GCP) courses.

Over recent years, the process of obtaining ethical 

approval has been streamlined in the UK, but delays are 

still often experienced with NHS R&D approvals (the 

process that reviews protocols, regulatory approvals, and 

other information to authorize NHS sites to support stud-

ies). To improve this situation, the ª NIHR Coordinated 

System for gaining NHS Permissionº  (NIHR CSP) was 
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Network Link

UK Networks: 

Medicines for Children Research Network (MCRN)  http://www.mcrn.org.uk/

Children and Young People' s Research Network for Wales http://www.childreninwales.org.uk/areasofwork/

 research/cypresearchnetwork/index.html

Northern Ireland Clinical Research Network (NICRN) http://www.nicrn.hscni.net

Scottish Medicines for Children Network (SMCN) http://www.scotmcn.org/

Other National Networks across Europe: 

Belgian Pediatric Drug Network (BPDN) http://www.pediatricdrug.be/

Dutch Medicines for Children Research Network  http://www.mcrn.nl/

Finnish Investigators Network for Pediatric Medicines  http://www.finpedmed.com

(FINPEDMED) 

FRANCE Ð Le Réseau d' Investigations Pédiatriques http://www.ripps.eu/site/en/

des Produits de Santé (RIPPS)

GERMANYÐ PAED-Net http://www.paed-net.org

Source: MCRN

Table 1. Listing of national pediatric research networks across Europe.

Web Sites for Networks in the UK and Throughout Europe

■ Cheshire, Merseyside and North Wales LRN 

 (cmnw@mcrn.org.uk)

■ Greater Manchester, Lancashire and South Cumbria LRN

 (gmlc@mcrn.org.uk)

■ LondonÐ South East, North, Central and East

 (SENCE) LRN (sence@mcrn.org.uk)

■ South West LRN (swest@mcrn.org.uk)

■ Trent LRN (trent@mcrn.org.uk)

■ West Midlands LRN (wmids@mcrn.org.uk)

Source: MCRN

Table 2. Email addresses for the local research networks 

(LRNs) in alphabetical order.

Contacting the Networks





Sites

launched in November 2008 to accelerate the R&D ap-

provals process by providing additional resources to a 

centralized, coordinated team and NHS sites.

Study costing has also recently been significantly as-

sisted by the NIHR CRN costing template. The costing 

template outlines doctor, nurse, pharmacy, and other 

costs transparently and MCRN uses it for as many com-

mercial studies as possible. For 

study contract ing, the MCR N 

also promotes the use of standard 

contracts Ð the model Cl inical 

Trial Agreement, mCTAÐ to ex-

pedite negotiations.

Patient recruitment
The MCRN Local Research Net-

work staffs work with NHS sites 

and company sponsors to ensure 

that adopted studies are con -

ducted rapidly to a high standard. 

In par t icular, L oca l Research 

Networks ensure that research 

nurse and other site support is 

appropriate and can provide as-

sistance with patient recruitment 

and data collection.

MCRN Local Research Networks 

and the Coordinating Center contin-

ually monitor recruitment to studies 

and provide additional support to 

studies where recruitment levels are 

below expectations. Upon closure of the study, Local Research 

Network staff work with sites/sponsors to ensure that all regu-

latory and other requirements are addressed.

The support that MCRN provides to companies and 

public investigators is assisting study performance. For 

example, Figure 2 shows target and actual recruitment 

data for a commercial study in a rare condition that MCRN 

supported in two sites. Despite regulatory delays, MCRN 

staff was able to rapidly recruit patients and the UK target 

was exceeded by the end of the study.

The Network has successfully recruited children of 

all ages to both large and small studies and has received 

positive feedback from companies and NHS/academic in-

vestigators that it has helped during feasibility, site set up, 

and recruitment phases. Going forward, the Network will 

gather and disseminate more performance data and will 

continually strive to improve the service that it offers.

Study portfolio metrics
As of early 2009, the MCRN has adopted 33 commercial and 

72 public studies into its portfolio, but it is anticipated that 

commercial studies will form a larger part of the portfolio as 

clinical trials making up PIPs are rolled out.

The study portfolio covers all topics represented by 

Clinical Study Groups (see Figure 3). The Diabetes, 

Endocrinology, and Metabolic Medicine Clinical Study 

Group has adopted the greatest number of studies (16). 

The majority of studies in the portfolio are randomized 

controlled trials (60).
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■ Allergy, Infection, and Immunity

■ Anaesthesia, Intensive Care, Pain Control, and 

 Cardiology (APICC)

■ Diabetes, Endocrinology, and Metabolic Medicine

■ Gastroenterology, Hepatology, and Nutrition

■ General Pediatrics

■ Neonatal

■ Nephrology (MCRN/BAPN collaboration)

■ Neurosciences

■ Methodology

■ Pharmacy and Pharmacology (including pediatric 

 formulations and pharmacokinetics)

■ Respiratory and Cystic Fibrosis

■ Rheumatology (MCRN/arc collaboration)

Children' s Cancer and Leukemia Group (CCLG; please note that this is a 

Specialist Research Network within the NCRN)

Table 3. The pediatric specialties covered by the MCRN

Clinical Study Groups (CSGs).

Clinical Study Group Specialties

Actual vs Target Recruitment

Figure 2. Recruitment of children with a rare condition by MCRN. (Study 
details are not shown to preserve confidentiality.)

Source: MCRN
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Sites

Working across Europe
Given that there are often small numbers of children 

eligible for studies in individual countries, it will be nec-

essary to collaborate closely with networks in countries 

across Europe to ensure delivery. Currently, company 

and public sponsors coordinate activities across mul-

tiple countries, but going forward, it will be necessary to 

promote greater collaboration between the developing 

European networks. Under the EU Pediatric Regulation, 

the European Medicines Agency (EMEA) is develop-

ing a network of existing national and other networks 

and in time, this wider grouping will enhance collabora-

tion and coordination.

Conclusions
Due to the new EU Pediatric Regulation and medicines 

for children increasingly becoming a priority for national 

governments, a number of national pediatric research 

net works have been estab -

lished across Europe to assist 

companies and public inves-

t igators to conduct studies 

more effectively.

The NIHR MCRN has been 

established to support pediatric 

medicines research in the UK 

and has successfully recruited 

children into studies. It will be 

important for networks across 

Europe to collaborate to ensure 

that recruitment to studies is ef-

ficient. The sooner that studies 

are completed, the sooner chil-

dren and families can benefit 

from the innovations in medi-

cine that they need.
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Portfolio of MCRN Studies

Figure 3. The chart shows the distribution of studies by Clinical Study Group. 
Numbers in brackets indicate numbers of studies per Clinical Study Group.

Source: MCRN

It will be important for networks 
across Europe to collaborate 
to ensure that recruitment to 
studies is efficient.





BUSINESS AND PEOPLE UPDATE 
People

With more than 20 years 

of expertise in medical 

device technology and 

health care business 

management between 

David Del Bourgo, the new 

business development 

director, and Sylvain Yon, 

the new vice president of 

research and development, 

Theraclion (Paris, France), 

will utilize the strengths 

of these two additions to 

prepare for an upcoming 

commercialization of a 

new device.

In his new position as a 

member of Cardiocore' s 

(Washington, DC) 

scientific consulting 

team, Rick Turner, PhD, 

will assist sponsors 

with strategic planning, 

protocol development, 

expert reporting, and 

regulatory submissions.

A promotion to group 

president has Randy 

Kehrmeyer responsible for 

Kforce Clinical Research' s 

(Tampa, FL) business 

development functions and 

enhancing relationship 

management and service 

levels for customer 

partnerships.

As the former director of 

the Technology Investment 

Banking Group at Robert W. 

Baird and a 17-year veteran 

in enterprise software and 

IT markets, Michael Bruns 

has now joined ClearTrial 

(Chicago, IL) as chief 

operating officer.

Replacing Takatoshi 

Sato as the Chair of DIA' s 

(Horsham, PA) Regional 

◗

◗

◗

◗

◗

Advisory Council of Japan 

(ACJ) is Tatsuo Kurokawa, 

PhD, a former employee 

of the Ministry of Health 

and Welfare Japan, the 

World Health Organization, 

and what is currently 

the Pharmaceuticals and 

Medical Devices Agency.

Bringing with him 25 

years of experience in the 

pharmaceutical commercial 

sector, Richard Pilnik will 

now serve as the president 

of Innovex (Research 

Triangle Park, NC), a 

Quintiles company.

Expanding its executive 

team, ProTrials (Mountain 

View, CA) has added John 

Foster to the position of 

the director of business 

development, which is a 

newly created role for 

the company.

Joining the Virtify 

(Cambridge, MA) team 

as the new executive vice 

president of commercial 

operations is Stephen 

Bergson, who will lead the 

company' s worldwide sales 

and marketing efforts.

To support Clinipace' s 

(Morrisville, NC) team 

◗

◗

◗

◗

of clinical development 

professionals, the company 

has added three new 

advisors: William McCulloch, 

MB, Joseph DeVeaugh-

Geiss, MD, and Michael 

Hamrell, PhD, an editorial 

advisory board member of 

Applied Clinical Trials.

Lee Potts will now serve 

as project director of 

Regulatory Presentation 

Management (Research 

Triangle Park, NC), where 

he will utilize his 16 years 

of experience in tactical and 

logistical guidance.

Alliances
·  Allowing M2S (West 

Lebanon, NH) to now offer 

its clients more options 

for efficient, cost-effective 

image collection and 

transfer is a partnership 

with AG Mednet (Boston, 

MA), a HIPAA and 21 CFR 

Part 11 compliant diagnostic 

imaging network.

·  Chiesi Farmaceutici 

SPA (Parma, Italy) has 

chosen to use Sparta 

System' s (Holmdel, NJ) 

TrackWise software for the 

management of audits, non-

◗

conformance, corrective 

and preventative actions, 

and workflow verification.

·  An integration between 

QUMAS (Jersey City, NJ) 

Doc Compliance and 

Datafarm (Marlborough, 

MA) S-Cubed will provide 

customers with an all 

encompassing solution for 

creating and managing 

eCTD, non-eCTD, and 

paper submissions to global 

regulatory agencies.

·  Transitioning from a 

paper-based to an EDC 

system, U-Systems (San 

Jose, CA) chose to use 

Medidata Solution' s (New 

York, NY) Medidata Rave 

for its SOMO-INSIGHT 

clinical study of an 

automated breast imaging 

ultrasound system for early 

detection of breast cancer.

·  Gemin X Pharmaceuticals 

(Montreal, Canada) 

has chosen Clinical 

Force' s (Raleigh, NC) 

CTMS solution for the 

management of its clinical 

trials and has thus far 

installed the project 

management, regulatory/

ethics management, CRF 

Randy KehrmeyerRick TurnerSylvain YonDavid Del Bourgo

Community
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tracking, visit reports, and 

site payment modules.

·  After the signing of an 

alliance between SIRO 

(Mumbai, India) and 

Advanced Clinical Trial 

Solutions (Flemington, NJ), 

SIRO will now be able to 

expand its oncology clinical 

development and patient 

recruitment services into 

North America, while 

Advanced Clinical Trials 

Solutions will gain access 

to SIRO' s services in India 

and European countries.

·  Phoenix Eagle Company 

(Mount Lawley, Australia) 

and Datapharm Australia

(Drummoyne, Australia) 

have signed an agreement 

to conduct the first 

randomized clinical trial of 

a papaya product intended 

to heal venous and 

pressure ulcers.

·  Extending on a contract 

that was signed in 2007, 

Phase Forward (Waltham, 

MA) and Everest (Little 

Falls, NJ) have resigned 

a multiyear, multi-

million dollar agreement 

that entails Everest 

implementing Phase 

Forward' s InForm and 

Central Designer in-house.

·  With the intent of 

bringing more clinical 

studies to India, Novotech 

(Sydney, Australia) and ETI 

Klinical (Bangalore, India) 

have entered into a joint 

venture that requires the 

companies to collaborate 

and share both experience 

and services to serve 

regional and international 

pharma companies.

·  Being selected to provide 

Johns Hopkins University 

with data management 

software and services 

for a Phase I clinical 

trial of a new vaccine is 

C-tasc (Baltimore, MD), 

which will provide its 

StudyCTMSTM for

under $50,000.

·  The Academy of 

Molecular Imaging has 

chosen American College 

of Radiology (ACR) Image 

Metrix (Philadelphia, PA) 

to provide data and image 

storage infrastructure for a 

randomized PET/CT bone 

imaging clinical trial.

Awards
·  This past April, 514 

Academy of Clinical 

Research Professional 

(Denver, CO) members 

were honored for 

maintaining their Certified 

Clinical Research 

Associate (CCRA) or 

Certified Clinical Research 

Coordinator (CCRC) status 

through the Academy for

10 years.

·  At the 2009 World 

Vaccine Congress, 

Accelovance (Rockville, 

MD) received the Vaccine 

Industry Excellence (ViE) 

award as the ª Best Contract 

Research Organization,º  

which is intended to 

highlight the importance of 

contract research services 

within the vaccine industry.

·  Four awards were 

given to SCORR Marketing 

(Kearney, NE) at the 

26th Annual Healthcare 

Advertising Awards 

competition, including a 

bronze award for the ACR 

Image Metrix Web site, a 

merit award for Xcelience, 

and also merit awards for a 

BASi campaign print ad and 

trade show booth.

·  Based on an independent 

survey of pharmaceutical 

and biotechnology 

companies that questioned 

their experience with 

CROs and general trends 

affecting the CRO industry, 

ICON (Dublin, Ireland) 

has been named as a 

favorite Contract Research 

Organization to work 

with by the fourth annual 

ª CRO Industry Update,º  

conducted by William Blair 

Mark Richardson, Managing Director of Phoenix Eagle Company 
Pty Ltd, shakes the hand of Helen Allars, Chairman of Datapharm 
Australia Pty Ltd, after she signed an agreement with the com-
pany at the BIO meeting in Atlanta, Georgia, in late May.

& Company in association 

with CenterWatch.

·  The 2008 Pfizer 

Development Operations'  

ª Strategic Supplier 

Excellence Award,º  

has been given to 

Kforce (Tampa, FL) in 

recognition of its consistent 

performance in quality, 

service delivery and 

reliability, innovation and 

business processes, and 

customer service.

·  The Spanish entity of i3 

(Basking Ridge, NJ) has 

been ranked as one of the 

top 10 places to work in 

Spain among companies 

of 100 to 250 employees 

by the Great Place to Work 

Institute (San Francisco, 

CA), which was primarily 

determined by employee 

responses to an

issued survey.

Company News
·  Adding to its already 

accredited laboratories 

in New York and Ireland, 

ICON' s (Dublin, Ireland) 

Singapore and India 

facilities have recently 

received accreditation

from the College of 

American Pathologists 

(CAP) as well.

·  Beyond a name change to 

CRF Health, the former CRF 

Inc. (Lansdale, PA) has

also made changes to the 

look of its Web site

and established new 

marketing material.

·  The SNM Clinical Trials 

Network (Reston, VA) 

announced that it has 

successfully scanned and 

imaged a prototype clinical 

PET oncology imaging 

simulator (phantom) at four 

imaging centers.

Community
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·  Responding to an 

increase in demand for 

flexible, skilled monitoring 

resources, Phlexglobal 

(Buckinghamshire, UK) 

has expanded its monitoring 

services division.

·  The marketing agency 

SCORR Marketing (Kearney, 

NE) has been chosen 

to provide Frontage 

Laboratories (Exton, PA) 

with a marketing plan, 

brand development,

Web site, and trade

show components.

·  With the design of a 

new Web site, Syntagon 

(Södertälje, Sweden) 

intends to offer visitors 

in-depth information on 

the company' s services, 

current industry news,

and a wider variety of

case studies.

·  Becoming PPD' s 

(Wilmington, NC) 

third central lab to earn 

accreditation by the

College of American 

Pathologists is the 

company' s Beijing facility.

·  Continuing on its 

initiative to expand unit 

capacity, SGS (Lombard, 

IL) has expanded its Phase 

I units with the addition 

of 22 new hospitalization 

beds in the company' s 

Stuivenberg, Belgium, 

hospital, bringing SGS'  

overall bed capacity to 184.

·  An upgrade to ICR' s 

(Bourne End, UK) 

eLearning education 

program will feature

10 eLearning modules, 

all of which now include 

Flash technology 

hat offers interactive 

education courses 

for clinical research 

professionals.

·  Cardiocore (Washington, 

DC) has announced 

advancements to its Holter 

Bin Methodology for ECG 

data analysis through 

its success in reducing 

potential for false positive 

outcomes in Thorough QT 

studies by isolating heart 

rate-related QT effects.

·  Clinipace (Research 

Triangle Park, NC) has 

been awarded four new 

projects by Small Bone 

Innovations (Morrisville, 

PA) that will require the 

company to provide mostly 

electronic data capture and 

data management services.

·  The new advocacy group, 

The Patient Recruitment 

Organization (PRO) Steering 

Committee (Philadelphia, 

PA), is comprised of a 

select delegation of patient 

recruitment leaders and

has set itself the goal

of identifying and 

addressing ongoing issues 

to help strengthen this 

particular industry.

·  Certifying clinical data 

managers since 2005, the 

Society for Clinical Data 

Management (Milwaukee, 

WI) has announced the 

certification of its

400th Certified Clinical 

Data manager.

·  In response to an 

increasing need from 

industry and government 

to understand how drugs 

and medical devices are 

working in patients in real-

life settings, HealthCore 

(Wilmington, DE) is 

developing the Integrated 

Research Network, 

which is a collaborative 

community of practicing 

physicians who participate 

in real-world prospective 

effectiveness research.

·  Intended to make the 

study feasibility/site 

selection process more 

efficient, ACORN (Memphis, 

TN) has developed the 

technology STARÐ Site 

Tracking And Recruitment.

Mergers/
Acquisitions
·  Enabling Phase Forward 

(Waltham, MA) to extend 

its portfolio of clinical data 

solutions is its $14 million 

acquisition of Waban 

Software (Cambridge, MA), 

a privately held company.

·  Upon a rebrand under the 

name BioClinica (Newtown, 

PA), the companies Bio-

Imaging Technologies and 

Phoenix Data Systems 

will finally complete the 

concluding stages of a year-

long merger that began 

when Bio-Imaging acquired 

Phoenix Data.

·  While still subject to 

customary approvals and 

closing conditions, a 

recent agreement will lead 

to the acquisition of MDS 

Pharma Service' s (King of 

Prussia, PA) Phase II-IV 

operations by INC Research 

(Raleigh, NC).

·  In acquiring the assets of 

the former Qualia Clinical 

Services, ICON (Dublin, 

Ireland) obtained a 33,000 

square-foot Phase I facility 

with a capacity of up to 100 

beds in Omaha, Nebraska.

·  By acquiring Xcelodose 

600S system, AAIPharma 

(Wilmington, NC) hopes to 

enhance its capabilities to 

rapidly supply preclinical 

and early phase clinical 

GMP supplies.

New Facilities
·  In response to a growing 

client demand in East Asia, 

PPD (Wilmington, NC) 

has expanded its Phase 

II-IV clinical development 

services with the opening 

of an office in Tokyo, Japan.

·  To accommodate recent 

growth, ERT (Philadelphia, 

PA) has transitioned into

a new facility that is

located in Philadelphia

and is over double the

size of the company' s 

previous building.

ERT' s new facility located in Philadelphia, PA.

Community
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CLINICAL SUPPLIES

Take full advantage and publicize 

your accomplishments today.

ADVANSTAR CUSTOM REPRINTS AND DIGITAL EDITIONS

of articles and features from Advanstar Pharmaceutical and 

Science Reprints publications are powerful marketing tools. 

Dynamic and a� ordable, they maximize the exposure of your 

best published work with unmatched third-party credibility. 

Use them to complement marketing initiatives and strengthen 

the value of your brand.
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Pharmaceutical & Science Reprints

MEDICAL EQUIPMENT

MESM
making the industry's heart beat

tel.  +44 (0) 1257 225469

WWW�MESM�CO�UK��s��sales@mesm.co.uk

Refrigerated 

Centrifuges

Medical

Refrigeration

Medical Equipment Supplies offering Purchase and Hire options

Equipment Service, Calibration, Repairs and Recycling

Sourcing Solutions for your Clinical Trial Equipment  

Medical Equipment Management Outsource Programme

Providing an Effective Cure

For All Your Clinical Trial Equipment 

Offering the Lowest Total Cost Solution

Patient

Monitoring

ECG 

Machines
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CONTRACT MANUFACTURING/PACKAGING SERVICES

CLINICAL SUPPLIES

 CONTRACT MANUFACTURING/PACKAGING SERVICES

 Laboratories

Tel: +44 (0) 8456 777001

Email: sales@woodleyequipment.com

w w w . w o o d l e y e q u i p m e n t . c o m

• No deposits*

• No minimum hire period*

• A worldwide service

• Full service backup

• Quotation for the hire of

 any equipment

*except large orders

Expertise – Experience – Exceptional Service

Centrifuges

ECG Monitoring

Point

Of Care

Your Partner in 

Clinical Trials

The International Equipment 

Rental Specialists

        European distribution
    from our UK warehouse

USA and Canada via our

New Jersey warehouse

 EQUIPMENT/RENTAL 

PACKAGING SERVICES

Laboratories
PK Kits/Material and Logistics Services

Lab Operations Manual Time Point Specific Kits

Pre-printed Specimen Labels Specimen Shipment Logs

Domestic/International

Shipment Tracking/Logistics

Tel:  512.303.1265      Fax:  512.303.1390
www.tcgsupplies.com

Clinical and Wholesale Supplies
Clinical Test Material Services Wholesale Supplies
Patient-Specific Distribution Single Lots for All Orders
Label Design and Labeling Long Expiration Dating
Medical Supplies Storage/Distribution
Domestic/International Diagnostic Kits
Central Randomization www.irxsc.com
Available 24/7
www.tcgsupplies.com

Tel:  512.303.1265      Fax:  512.303.1390

Contact:  Christine Kazimer: 

800-225-4569, Ext. 2794

email: ckazimer@advanstar.com

Get Fast Action with the Dynamics of
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Contact: Christine Kazimer

800-225-4569 ext. 2794
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may also make you uniquely qualified.

At Aerotek, we take the time to connect with the person

beyond their resume. Tell us your work preferences,

areas of expertise and positions that interest you the most,

and our recruiters will find the perfect match.

Now Hiring: CRAs/Monitors, CRCs and Clinical Data,

Drug Safety and related management professionals.

People. Fit. Perfectly.®

View Our Jobs Nationwide

www.aerotek.com/crajobs

866.915.2465
Aerotek is an equal opportunity employer.

The things

that make you

unique...

People who deliver
Full-Service Contract Staffing

rchristopher@rxresearchstaffing.com
www.rxresearchstaffing.com

Contact: Rosemarie Christopher
President and CEO

818.247.1368

Clinical Research  Quality Assurance
Medical Affairs  Regulatory Affairs

Premier Search Services: Our parent company Med Exec International 

provides permanent and contract personnel.
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Place your ad today!



  To have your event considered, contact Marissa Shapiro at mshapiro@advanstar.com or (732) 346-3035.

>> For a comprehensive calendar of events see appliedclinicaltrialsonline.com

September
3± 4: Predictive Toxicol-

ogy, Prague, Czech Republic. 

Contact: marcus evans.

7± 8: 4th Annual Clinical Site 

Partnerships in Central & 

Eastern Europe, Budapest, 

Hungary. Contact: NextLevel 

Pharma, +421 232 662 621, 

www.nextlevelpharma.com.

7± 9: GCP AuditingÐ P rinciples 

and Practice, TBD. Contact: 

BARQA.

9: Writing Professional 

Monitoring Reports, Coral 

Springs, FL. Contact: MRM.

10: Database Validation and 

Surviving an Audit, Webinar. 

Contact: SCDM.

10: GCP Compliance in 

Document Management, 

Bourne End, UK. Contact: ICR.

10: Database Validation and 

Surviving an Audit, Webinar. 

Contact: SCDM.

10± 11: GLP for Study Directors, 

Principal Investigators, Study 

Staff and Management, TBD. 

Contact: BARQA.

10± 11: Fundamentals of Clini-

cal Research, Houston, TX. 

Contact: ACRP.

10± 12: Advanced Quality 

Monitoring, Coral Springs, FL. 

Contact: MRM.

14± 15: CBI' s 3rd Summit on 

Biosimilars and Follow-On 

Biologics, Washington, DC. 

Contact: CBI.

14± 15: 4th Annual Forum on 

Educational Grants for the 

Bio/Pharmaceutical Industry, 

Philadelphia, PA. Contact: CBI.

14± 15: 3rd Annual Oncology 

Clinical Trial Summit, Bethesda, 

MD. Contact: CBI.

14± 25: Fundamentals of Clini-

cal Research, Parsippany, NJ. 

Contact: MRM.

15: Selection, Oversight and 

Monitoring of Clinical Labora-

tories, TBD. Contact: BARQA.

15± 16: Good Pharmacovigi-

lance Practice, TBD. Contact: 

BARQA.

16: Basic Clinical Research 

Monitoring Skills, Bourne End, 

UK. Contact: ICR.

16± 17: 10th Successful, 

Compliant Investigator-Initi-

ated Trials and Fall 2009 

IISRA Meeting, San Diego, CA. 

Contact: ExL Pharma.

16± 17: 6th Annual Forum on 

Formulary and Reimburse-

ment Strategies for Effective 

Product Planning, Philadelphia, 

PA. Contact: CBI.

17: Database Validation and 

Surviving an Audit, Webinar. 

Contact: SCDM.

17: CRA WorkshopÐ The 

Changing Face of Clini-

cal Research from a CRAs 

Perspective, TBD. Contact: ICR.

17: Database Validation and 

Surviving an Audit, Webinar. 

Contact: SCDM.

17: Computer System Valida-

tion in the Pharmaceutical 

Industry, Webinar. Contact: ExL 

Pharma.

17± 18: Implementing GCLP, 

TBD. Contact: BARQA.

17± 18: 2nd Annual Drug 

Repositioning and Pipeline 

Enhancement, Philadelphia, PA. 

Contact: marcus evans.

21± 22: Biological Production 

2009, London, UK. Contact: 

SMi.

21± 23: 14th Annual Summit 

on the Medicaid Drug Rebate 

Program (MDRP), Chicago, IL. 

Contact: IIR.

21± 23: BioRepositories 2009, 

Philadelphia, PA. Contact: IIR.

22: Protein Biomarkers in 

Clinical Development, London, 

UK. Contact: SMi.

22: 3rd Annual Bio/Pharma-

ceutical Collaboration and 

Transaction Accounting, Phila-

delphia, PA. Contact: CBI.

22±2 3: 8th Annual Portfolio 

Evaluation and Strategic 

Investment Decision-Making, 

Philadelphia, PA. Contact: CBI.

22±2 4: Biomarker Data Analy-

sis, Washington, DC. Contact: 

CHI.

22±2 4: Adaptive Clinical Trial 

Designs, Washington, DC. 

Contact: CHI.

22±2 5: ADAPT 2009Ð Acceler-

ating Development & Advanc-

ing Personalized Therapy, 

Washington, DC. Contact: CHI.

23: GMP in Pharmaceutical 

Laboratories, TBD. Contact: 

BARQA.

23± 24: Biomarkers in Clinical 

Trials, London, UK. Contact: 

SMi.

23± 25: The Vaccines Devel-

opment Forum, Boston, MA. 

Contact: IIR.

23± 25: Biologics Drug Deliv-

ery & Beyond, Boston, MA. 

Contact: IIR.

24± 25: Populations PK-PD, 

London, UK. Contact: marcus 

evans.

24± 25: 5th Annual Bio/Pharma-

ceutical and Medical Device 

Product Recalls Summit, 

Arlington, VA. Contact: CBI.

25: Project Management 

Forum, Bourne End, UK. 

Contact: ICR.

29: KOL Relationship Manage-

ment and Segmentation, 

London, UK. Contact: SMi.

ACRP: Association of Clinical 

Research Professionals, (703) 

254-8100, www.acrpnet.org

BARQA: British Association of 

Research Quality Assurance, 

+44 1473 221411,

www.barqa.com

CBI: Center for Business Intel-

ligence, (781) 939-2400,

www.cbinet.com

CHI: Cambridge Healthtech 

Institute, (781) 972-5400,

www.chicorporate.com

ExL Pharma: (888) 221-6750, 

www.exlpharma.com

ICR: Institute of Clinical 

Research, +44 1628 899755, 

www.instituteofclinical

research.com

IIR: Institute for International 

Research, (888) 670-8200, 

www.iirusa.com

MRM: Medical Research 

Management, (877) 633-3322, 

www.cra-training.com

marcus evans: (246) 431-1068, 

www.marcusevans.com.

SCDM: Society for Clinical Data 

Management, (414) 226-0362, 

www.scdm.org

SMi: +44 20 7827 6000, www.

smi-online.co.uk

Calendar of Events
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Calendar of Events

October
1±2 : Drug/Biologic GCP and 

Monitoring, Coral Springs, FL. 

Contact: MRM.

4± 6: 2009 SCDM Annual 

Conference, Seattle, WA. 

Contact: SCDM.

5± 6: Managing Partner-

ships with CROs, London, UK. 

Contact: SMi.

5± 7: 5th Annual Cell Based 

Assays in Drug Development 

for Biopharmaceuticals, Berke-

ley, CA. Contact: IIR.

5± 7: Bioanalytical Method 

Development, Berkeley, CA. 

Contact: IIR.

6: Clinical Trial Administra-

tionÐ Beyond the Basics, 

Bourne End, UK. Contact: ICR.

6± 7: 2nd Annual Forum on 

Early Access Programs, Phila-

delphia, PA. Contact: CBI.

7: Good Clinical PracticeÐ An 

Introduction, Bourne End, UK. 

Contact: ICR.

7± 8: Research Quality Assur-

ance for GLP, TBD. Contact:

BARQA.

7± 8: Facilitating Root Cause 

Analysis, TBD. Contact: BARQA.

8: Making Presentations at 

Investigator Meetings, Bourne 

End, UK. Contact: ICR.

8± 9: 3rd Annual Therapeutic 

Monoclonal Antibody Discov-

ery, Boston, MA. Contact: 

marcus evans.

12± 13: Conducting Clinical 

Trials in Europe, London, UK.

Contact: SMi.

13± 14: Pharma Financial 

Forum, New York, NY. Contact: 

IIR.

13± 14: Accelerating Proof of 

Concept, Boston, MA. Contact:

CHI.

13± 16: Pipeline Success 

Summit, Boston, MA. Contact: 

CHI.

15± 16: Premier Bio/Pharma-

ceutical Forum on Customer 

Data Quality, Philadelphia, PA.

Contact: CBI.

15± 16: Fundamentals of Clini-

cal Research, Alexandria, VA. 

Contact: ACRP.

15± 16: Coordinating a Clinical 

Trial, Coral Springs, FL. Contact: 

MRM.

15± 16: Project ManagementÐ

Moving from Coordination 

to Control, Alexandria, VA. 

Contact: ACRP.

17± 18: Good Clinical Practice, 

Alexandria, VA. Contact: ACRP.

19± 20: Best Practices in SAS 

Statistical Programming in 

Regulatory Submission, Hoofd-

dorp, The Netherlands. Contact:

The Center for Professional 

Advancement, +31 20 638 28 

06, www.cfpa.com.

19± 30: Fundamentals of Clini-

cal ResearchÐ 140 Hour CRA 

Certificate Program, Coral 

Springs, FL. Contact: MRM.

21± 23: Evolution Summit 2009,  

Montreux, Switzerland. Contact: 

marcus evans.

22±2 3: 2nd Annual Pharmaceu-

tical Congress on Paragraph 

IV Disputes, Philadelphia, PA.

Contact: CBI.

22±2 3: 2009 Fundamentals of 

Clinical OutsourcingÐ East 

Coast, Boston, MA. Contact: IIR.

22: CDASH User Guide, 

Webinar. Contact: SCDM.

26± 27: Clinical Training Forum, 

Boston, MA. Contact: CHI.

26± 29: Immunogenicity 

Summit, Philadelphia, PA. 

Contact: CHI.

27: Effective Clinical Trials 

Project Management, Bourne, 

End, UK. Contact: ICR.

28± 29: European Pharmaceuti-

cal Pricing & Reimbursement, 

TBD. Contact: SMi.

29: CDASH User Guide, 

Webinar. Contact: SCDM.

29± 30: 2nd European Investi-

gator-Initiated Trials, Berlin, 

Germany. Contact: ExL Pharma.
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To see more A Closing Thought articles, 
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A Closing Thought

The Impact of Financial Crisis

T
he focus on outsourcing of not only small and medium sized 
entities but also big pharma companies due to cost containment 
and regulatory pressures has led to several years of double digit 

growth for contract research organizations (CROs). According to the 
Contract Research Annual Review 2008, the CRO market grew by an 
extraordinary 28% last year while the pharmaceutical industry struggled 
with growth of around 5%. Headcounts in clinical development 
departments at pharmaceutical companies have been static or even 
decreasing (in the case of mergers and acquisitions) in the past few 
years, while CROs expanded their offers toward full service.

Strategic outsourcing allows pharma 

companies to focus on their partner' s 

core strengths and long-term goals. This 

route allows the sponsor to maximize in-

ternal resources and capacities of the ven-

dor. Tactical outsourcing relates to short-

term projects that cannot be handled 

internally due to the lack of internal ca-

pacity or resources, allowing for stream-

lining processes, fast turn around times, 

and access to additional equipment.

Forecasts predict that there remains 

a sufficient growth opportunity for the 

CRO industry until 2012. The last months 

have been turbulent for the economy 

with increased merger and acquisition 

activities of pharmaceutical companies in 

order to expand market capitalization and 

tackle the problem of thinning pipelines.

Resulting situation
Complete R&D portfolios have been sub-

ject to thorough reviews. Sanofi-Aventis, 

for instance, announced the discontinua-

tion of 14 development programs, four of 

these had reached Phase III, leaving 51 

projects in the development pipeline.

The economic downturn will certainly 

have an impact on CROs, but how sub-

stantial and how long will this last?

Short-term effects induced by delays in 

payments, shifting of projects, backlogs, 

and prioritizations with fewer projects 

have reached the CRO industry already. 

Kendle, for example, reported a 78% drop 

in profit compared to the same period last 

year. Top executives at Kendle categorize 

the Q1 results as unique and view them as 

a near-term, manageable event.

The recession might result in reduced 

growth rate, but the mid- and long-term 

effects of downsizing of R&D in the phar-

maceutical industry will create opportu-

nities for contract researchers.

Silver lining
The current outsourcing market is differ-

ent compared to other industries, such as 

steel or car production where two or three 

companies represent the majority of sales 

in the market. The CRO market is highly 

fragmented and the number of CROs 

worldwide has reached over 1100.

A consolidation of the customer base 

through mergers/acquisitions should 

therefore not pose a problem for the 

majority of CROs. Large global contract 

research providers like Quintiles, Co-

vance, PPD, Charles River Labs, and 

ICONÐ holding 45% of the total marketÐ

will expand their capabilities in emerging 

markets for cost reduction purposes.

Unmet medical needs in oncology, 

CNS, cardiovascular, and infectious dis-

eases will continue to be major drivers 

of drug development. CROs focusing on 

full-service offerings in these therapeutic 

areas will continue to grow profits.

In conclusion, one could state that 

unlike in other industries, the current 

financial crisis will create opportunities 

for contract research organizations. ❏

The mid- and long-
term effects of 

downsizing R&D will 
create opportunities 

for CROs.

Norbert Clemens, MD, PhD

Head of Clinical Development
CRS Clinical Research Services 
Mannheim GmbH
www.crs-group.de
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