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Do you know which half  

of your oncology sites are  

most likely to succeed?

We do.

Introducing Xcellerate,

new from Covance.

Research shows that clinical trial enrollment 
comes up short a good 50% of the time, which 
costs you valuable time and money. But now 
there’s a unique new way to better predict  
which clinical sites are likely to deliver the  
right patients. So you can engage them from  
the start and avoid sites that are more likely  
to underperform.

Introducing Xcellerate, a whole new
approach to Clinical Trial Optimization   
that helps ensure more cost-effective and  
timely clinical trials.

Call or visit our website today to see
how we can help you get a better return  
on your clinical trial investment.

Call 1.888.COVANCE

 www.covance.com/Xcellerate

THE AMERICAS +1.888.COVANCE
(+1.888.268.2623) +1.609.419.2240
EUROPE/AFRICA +800.2682.2682 +44.1423.500888
ASIA PACIFIC +800.6568.3000 +65.6.5677333
Covance is an independent, publicly held company
with headquarters in Princeton, New Jersey, USA.
Covance is the marketing name for Covance Inc.
and its subsidiaries around the world.
© Copyright 2012. Covance Inc. All rights reserved.
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Call 800-574-7374 today to find out how 
nSpire Health can improve your respiratory trial. 

www.nspirehealth.com/clinical

TM

The Core to a Successful Respiratory Trial
Centralized services from the experts at the core of your trial

Experience:

Successful completion of over 220 clinical trials

 Asthma  ·   COPD  ·  Cystic Fibrosis

Quality: 

>99% usable PFT data

Accuracy: 

Best-in-class testing devices

 KoKo Office Spirometry 

  with eSP software, better than 1%

 PiKo Home Spirometry 

  meets ATS/ERS standards

nSpire Health specializes in

 ALL phases of 

Respiratory Clinical Trials

Visit us at 

DIA 

Booth# 914

June 20-22

nSpire Health
clinical trial services
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For solutions you can trust, put the 
power of ExecuPharm to work for you.

Whether you’re looking for a CRO to provide comprehensive clinical research services or you simply need to add talented staff for 

your clinical programs, turn to ExecuPharm. For almost 20 years, we’ve provided fast, flexible strategic outsourcing and staffing 

services for pharmaceutical research and biotech organizations across North America. With the power of our highly experienced 

management team and an extensive network of talented professionals now reaching farther than ever, we provide the same 

world-class services in Latin America and Europe.

Putting clinical 
insourcing

and outsourcing 
solutions to work

+1 (610) 272 8801  |  500 North Gulph Road  |  King of Prussia, PA 19406 www.execupharm.com
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cover story

32 social Media 
recruitment
Christine Andrews

Recruiting participants for clini-

cal trials can be difficult; therefore, 

 sponsors and research teams should 

consider incorporating social media 

into their  recruitment strategy.

O u r  M i S S i O n

Applied Clinical Trials is the 
authoritative, peer-reviewed 
resource and thought leader 
for the global community that 
designs, init iates, manages, 
conducts, and monitors clinical 
trials. Industry professionals learn 
effective and efficient solutions  
to  s t ra teg i c  and  t a c t i c a l 
challenges within the tightly 
regulated, highly competitive 
pharma ceutical environment.
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Introducing CentralSource. The revolutionary, centralized alternative

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

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

to learn more.

CONTROL FREAKS,

THIS IS YOUR MOMENT.
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appliedclinicaltrialsonline.com

Which Trend in Pharma Do You Most Need to Stay on Top of?

Biologics

Biosimilars

Pediatric Drug Development

Drug/Device Combinations

Companion Diagnostics

Biomarkers

Big Data/Analytics

11.9%

16.9%

13.6%

10.2%
15.3%

25.4%

6.8%

Source: Applied Clinical Trials, Clinical Study Optimization Survey, August 2012

Biomarkers Top Info Needs
Biomarker use in clinical trials range from identifying patients for inclusion, 

eliminating unsuccessful drug candidates early in the trial process; and in an 

actual trial design, to name a few. Biomarkers also are the precursor to develop-

ing another popular trend in pharma, the companion diagnostic. 

O
ncology professionals struggle 

with accrual for many reasons, 

well documented in the litera-

ture. Often overlooked are barriers 

related to ineffective operational pro-

cedures, poor community relation-

ships, and ineffective physician-patient 

communication. The Education Net-

work to Advance Cancer Clinical Tri-

als (ENACCT), a non-profit clinical 

trials advocacy organization, has con-

ducted research, training, and consult-

ing work with over 30 cancer centers 

and community oncology practices. 

Over the past seven years, ENACCT 

has noted a number of persistent chal-

lenges to accrual. These include:

Procedures and policies challenges 

•	A systemized process for trial selec-

tion is seldom employed

•	About 30% of accrual sites have no 

systematic approach to screening 

patient charts for patient eligibility

•	Very few institutions have outlined 

any requirements for its physicians 

to enroll patients into open trials

Clinician behavior and skill challenges

•	Due to poor screening systems, all 

eligible patients are not approached 

about participation

•	The quality of the discussion around 

clinical trials as a treatment option is 

highly variable

•	Assessment of comprehension of con-

sent process is seldom implemented

•	Assumptions about treatment prefer-

ences are often made before discus-

sions about cancer clinical trials are 

ever raised.

Margo Michaels, MPH, ENACCT, 

Education Network to Advance Cancer 

Clinical Trials

Editors Note: The full text of this 

article is available in the Noteworthy 

section of our home page.

N o t e w o r t h y

Go to:

appliedclinicaltrialsonline.com 

to read these exclusive stories 

and other featured content.

Salary Info
Be sure to check out our next issue 

online for the Salary Survey and 

Career Development results. The 

online article will feature additional 

graphs and charts, as well as inter-

views with industry professionals.

Social Media Trends
Hannah Becker, Community 

Manager for Applied Clinical 

Trials, discusses the top social 

media trends in clinical trials 

every other week. For insights 

into what others are talking 

about, visit www.appliedclinical-

trialsonline.com/newsclips. 

CDISC CDASH
As part of the recently launched 

Centralized Service Provision 

approach to clinical data out-

sourcing, Quanticate offers an 

article in our Noteworthy section 

that explores ways to enable 

cross-functional efficiencies at a 

task level. These are in regard to 

the use of CDISC CDASH stan-

dards when linking processes 

across clinical data management 

and clinical programming.

ES150948_ACT1112_008.pgs  11.02.2012  09:16    ADV  blackyellowmagentacyan



Introducing CentralSource. The revolutionary, centralized alternative

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

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

to learn more.

PREPARE FOR A

RADICAL CHANGE.
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News

T
he key to accelerating drug devel-

opment, according to numerous 

experts, is to revise requirements 

that generate lengthy, complex, and 

costly clinical trials. Several provisions 

of the FDA Safety & Innovation Act 

(FDASIA) aim to smooth the process 

for designing appropriate studies to 

accelerate new drug approvals. And 

a coalition of leading pharmaceutical 

companies have mapped out specific 

strategies for modernizing clinical re-

search practices. 

These efforts may build on a report 

from a White House expert panel that 

urges more efficient clinical research 

as one way to double the number of 

innovative new medicines coming 

to market over the next decade. The 

September report from the President’s 

Council of Advisors on Science and 

Technology (PCAST) calls on spon-

sors and regulators to “incorporate 

new efficiencies into clinical trials of 

candidate medicines,” and to form a 

public-private “Partnership to Acceler-

ate Therapeutics” to achieve this and 

other goals. 

One prominent proposal is for FDA 

to approve new drugs under a “special 

medical use” designation, which offers 

a rapid “initial approval” of a medicine 

for a narrow, high-risk population 

that stands to benefit. More broadly, 

PCAST proposes to improve FDA man-

agement and regulatory processes, to 

enhance monitoring of approved drugs, 

and to improve public understanding 

of the benefits and risks of medicines. 

Most of these ideas are not particularly 

new, and the report is short on specifics 

for realizing its goals. Yet, the panel’s 

proposals may be a first step in develop-

ing a national strategy for addressing 

drug development challenges, noted 

FDA senior advisor Vicki Seyfert-

Margolis at the 2012 Mid-Atlantic Bio 

conference in September. 

FDASIA initiatives
The PCAST deliberations were com-

plicated by FDA negotiations at the 

same time with industry and Con-

gress on goals and policies for user 

fee renewal legislation. The resulting 

FDASIA includes some provisions for 

streamlining clinical research and for 

bringing new therapies to market that 

parallel the PCAST report. These in-

clude measures to reduce the number 

of patients needed to test orphan and 

“breakthrough” drugs and to provide 

fast track review of critical treatments 

by FDA. Additional policies aim to ad-

vance meta-analysis methodologies and 

the use of biomarkers, pharmacoge-

nomics, and patient reported outcomes 

measures. Sponsors and FDA also may 

gain access to rare disease experts, 

moreover, under a program designed 

to encourage the use of novel clinical 

trial designs and statistical modeling 

approaches for complex drug develop-

ment projects. 

The infectious disease community 

is optimistic that extended exclusivity 

for “qualified infectious disease prod-

ucts” under the Generating Antibiotic 

Incentives Now (GAIN) provision will 

spur development of sorely-needed an-

tibacterials and antifungals. And more 

treatments for children may result from 

legislative language that makes per-

manent extended exclusivity for drugs 

that develop pediatric labeling, along 

with added rewards for developing 

orphan drugs for children. A change 

in timing for submitting pediatric drug 

development plans to FDA will match 

up with European regulatory require-

ments and thus support global pediatric 

drug development efforts.

To smooth the drug approval pro-

cess, PDUFA V establishes new “liai-

sons” in the Center for Drug Evaluation 

and Research (CDER) and the Center 

for Biologics Evaluation and Research. 

These review staffers will help spon-

sors gain answers to questions about 

a development program and the status 

of an application during review, but not 

respond to technical or scientific ques-

tions, noted CDER Office of New Drugs 

Director John Jenkins. He pointed to 

the need for better education of both 

reviewers and sponsors on “best com-

munication practices,” noting at a con-

ference on user fee specifics sponsored 

by the Food and Drug Law Institute 

and Drug Information Association in 

September that FDA is not industry’s 

“on-call consultant for every question 

that comes to mind.” 

More collaboration
While FDA strives to implement FDA-

SIA, pharma companies are taking 

steps themselves to tackle R&D costs 

and delays through the TransCelerate 

BioPharma project. Ten leading firms 

announced the initiative in September, 

outlining an initial focus on develop-

ing standards to streamline clinical 

research. The project will be headed by 

former Johnson & Johnson VP Garry 

Neil and seeks fast action in several 

pre-competitive projects: a shared 

user interface for investigator site por-

tals; mutual recognition of study site 

qualification and training; risk-based 

standards for site monitoring and clini-

cal data; and a comparator drug supply 

model. The member firms will provide 

financial support and personnel to work 

on these initiatives, and the board of 

member R&D directors aims to achieve 

visible progress by next year. 

 —Jill Wechsler

Regulators, Sponsors Seek to Streamline Research
V i e w  F r o m  w a s h i n g t o n
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LOCAL SITE SOURCING USED TO BE A

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

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

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

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

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

I
n late August, the FDA el-

evated the Office of Generic 

Drugs to report directly to 

Janet Woodcock, the director 

of CDER. The move reflects 

that segment of the industry’s 

importance in CDER. Specifi-

cally, that almost 80 percent of 

all prescriptions in the United 

States are now for generics. 

On the heels of that an-

nouncement, FDA announced 

in early October that it had 

discovered budeprion XL 300 

mg, manufactured by Impax 

(marketed by Teva) was not 

therapeutically equivalent 

to the reference drug (1.usa.

gov/RK4PYU). That drug is 

Wellbutrin 300 mg, which is 

prescribed for major depres-

sive disorder and for the 

prevention of seasonal affec-

tive disorder. Impax chose to 

withdraw the drug from the 

market. No other Wellbutrin 

XL 300-mg generics were 

involved. 

The determination of 

bioequivalence for the 300-

mg dose was actually never 

studied by Impax, and waived 

by FDA based on safety rea-

sons when the generic was 

approved in December 2006. 

Rather, the data from the 150-

mg dose was extrapolated 

and used for its approval for 

bioequivalency because it was 

determined testing the higher 

dose could cause seizures in healthy 

volunteers.

The FDA notes in its announce-

ment that it received 85 postmarketing 

reports of adverse events or lack of 

an effect after patients switched from 

Wellbutrin to the budepiron between 

January and June 2007. However, the 

FDA said, “Reports of lack of effect 

were difficult to interpret given the 

natural course of depression in the 

treated population.” In November 2007, 

the FDA asked Impax/Teva to conduct 

a bioequivalence study to com-

pare the two drugs and doses, 

however, it was terminated 

in late 2011 by Impax/Teva 

because it could not meet the 

recruitment numbers. 

In 2010, FDA decided to 

conduct its own direct bio-

equivalent study, with results 

available in August 2012. 

In the report, it asks “Why 

did it take FDA two years to 

complete the bioequivalence 

study?” The answer? One that 

should be familiar to most clin-

ical trials professionals: “FDA 

worked to get funding for the 

study, designed the study, 

obtained approval from the 

Institutional Review Board for 

Protection of Human Subjects, 

recruited and enrolled healthy 

volunteers, conducted the 

study, developed an analytical 

method of analyzing the data, 

and completed its analysis of 

the study data.”

So while the office is el-

evated, and under Generic 

Drug User Fee Amendments 

of 2012, FDA will receive 

$1.58 billion from generic 

drugmakers that were previ-

ously exempt, this is the first 

sticky situation involving a 

generic drug since the move. 

Prior to that the Associated 

Press reported that the FDA 

has only reversed approval on 

the equivalence of three drugs 

in the last five years. 

And while this Wellbutrin issue 

came out during the same time as the 

meningitis outbreak and compound-

Generic Drugs Making Waves
P o s t m a r k e t i n g

Source: FDA

Figure 1: generics must have the same quality 
and performance as the name brand.

Today, nearly 8 in 10 prescriptions filled in the U.S. are for generic drugs.

FDA requires generic drugs to have the same active ingredient, strength,
dosage form, and route of administration as the brand-name drug.

The generic manufacturer must prove its drug is the same (bioequivalent) as
the brand-name drug.

All manufacturing, packaging, and testing sites must pass the same quality
standards as those of brand-name drugs.

Many generic drugs are made in the same manufacturing plants as the
brand-name drugs.

SAME QUALITY &
GENERIC BRAND

PERFORMANCE

Source: FDA

Figure 2: generics average over an 80 percent 
savings compared to the branded version.

80-85% LESS
Average cost of a generic drug
vs. its brand-name counterpart

In 2010 alone, the use of FDA-approved
generics saved $158 billion.

continued on page 13  
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News

T
hank you Paul Ivsin for your in-

teresting article “What We Can 

Anticipate from TransCelerate,” 

http://bit.ly/OnVMjo. CDISC greatly 

appreciates Ivsin’s kind remarks 

about the organization being “a re-

spected, popular and useful initiative” 

in his discussion of Project 4. But I’d 

like to issue a clarification to his com-

ments about the development of clini-

cal data standards. 

The article begins by wondering 

what happened to CDISC, and asks how 

TransCelerate could possibly improve 

what we do.

Rest assured; we’re still here. In 

fact, TransCelerate has been work-

ing closely with CDISC for several 

months to see how they can help us 

move more quickly in the development 

of therapeutic area data standards. 

Specifically, they are working to pro-

vide CDISC with knowledgeable staff 

to help us plan for and develop data 

standards for more than 55 thera-

peutic areas over the next five years. 

This work is being performed under 

a new partnership, the Coalition for 

the Advancement of Standards and 

Therapies (CFAST), which was estab-

lished by CDISC and the Critical Path 

Institute with involvement from FDA, 

TransCelerate, and the CDISC global 

community of volunteers and member 

companies. The CFAST initiative had a 

formal kickoff at the CDISC 2012 Inter-

national Interchange, in Baltimore in 

late October.

The CFAST charter requires that 

any clinical data standards produced 

under this partnership will be pro-

duced under the CDISC standards 

development process, and will be pub-

lished openly as CDISC standards. 

But the important thing to realize is 

that TransCelerate intends to help 

CDISC achieve its mission to develop 

therapeutic area data standards more 

rapidly by giving us greater access 

to skilled volunteers to contribute 

to standards development projects. 

TransCelerate is certainly not trying 

to “supplant” CDISC as the article 

speculates; rather, they are seek-

ing to enable faster progress. We at 

CDISC greatly appreciate the con-

tributions from TransCelerate and 

all of our supporters and are looking 

forward to making great progress 

on this initiative in the coming years 

with their assistance.

—Wayne Kubick, Chief Technology  

Officer, CDISC

ing issue, which had significant main-

stream media coverage, this generic 

issue could have downstream effects 

with consumers. Specifically, FDA’s 

consumer information about generics 

on its website—Figure 1 clearly states 

that the generic has the same quality 

and performance as the brand. And 

that they must be equivalent to the 

brand. On average the generic version 

costs 80 percent to 85 percent less than 

the branded version (Figure 2).

Biosimilars are not generics
According to the FDA’s information for 

consumers on biosimilars, they are not 

generic versions of biological products. 

“The word ‘generic’ applies only to 

small-molecule drugs that are the same 

as, and bioequivalent to, an already-ap-

proved small-molecule drug regulated 

under the FD&C Act.” Biosimilars 

rather are ‘highly similar’ to the refer-

ence biological product.” 

Apparently, FDA or CDER needs to 

spread the word on biosimilars. Ac-

cording to a recent report from Indus-

try Standard Research, titled “Improv-

ing Patient Recruitment in Biosimilar 

Trials,” (http://bitly.com/Q007EN )

survey respondents from investigative 

sites, roughly half are not familiar with 

biosimilars. However, they would be 

excited if a biosimilar protocol came 

across their desk. In addition, the ISR 

Report noted that the surveyed sites 

have conducted 19 studies in the past 

24 months, and of those studies, five or 

six has been for a generic product, and 

one for a biosimilar.

 —Lisa Henderson

CDISC Responds to TransCelerate Questions
L e t t e r

wayne kubick responds to Paul 

ivsin’s concerns over CDisC.

continued from page 12
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News

A 
mid-year summary of the Euro-

pean Medicines Agency’s 2012 

activities underlines the grow-

ing trend toward closer collaboration 

between international regulators.

EMA has appointed a new FDA liai-

son officer, based at the FDA, and this 

move is part of the overall plan to pro-

mote EMA-FDA interaction on specific 

issues. Both agencies acknowledge the 

importance of starting dialogue early in 

the development process and promoting 

a high level of informal interactions be-

tween EMA and FDA and exchanges on 

ongoing applications. EMA has also ap-

pointed a new Japanese liaison official.

“The agency provided support to the 

European Commission for collabora-

tion with Russia on GCP,” noted the 

authors of the report. “As part of the 

pilot program for the parallel assess-

ment between EMA and US FDA of 

quality by design aspects in marketing 

applications, a parallel evaluation in a 

first submission has been completed. 

Harmonization of lists of questions has 

been undertaken.”

On a less positive note, however, the 

report reveals that public access to clini-

cal trial results is delayed, pending the 

launch of the database. Moreover, the 

discharge by the European Parliament 

for the EMA’s 2010 budget has been 

delayed. The Parliament requested im-

provements in a number of areas, partic-

ularly in managing conflicts of interest. 

EMA has now published declarations of 

interests, and the CVs of all managers 

have been included in the European ex-

pert database. EMA expects the issue to 

be resolved by the fourth quarter of 2012.

“Our main performance indicators 

have been met. The mid-year report 

indicates that the agency is on target 

to meet its core business objectives for 

2012,” Executive Director Guido Rasi 

told the EMA’s Management Board on 

October 4. Among the other highlights 

in the report were:

•	 The number of new marketing 

authorization applications for new 

human medicines received so far is 

largely in line with 2011 figures for 

the same period (52). But the fore-

cast for applications to be submitted 

by the end of the year has fallen 

from 112 to 101, owing mainly to a 

lower than expected rate of submis-

sion of applications for generic prod-

ucts for human use.

•	 Requests for scientific advice and 

protocol assistance for new human 

medicines rose by almost 14% and 

24% respectively compared to figures 

from the same period in 2011. This 

confirms the growing importance of 

early regulatory advice on develop-

ment programs, according to EMA.

•	 There was a significant increase in 

the number of applications for orphan 

designation (30% above the same pe-

riod in 2011). About 63% of the orphan 

medicinal products fund had been 

used (€3.79 million of €6 million). 

Overall, EMA’s budget for this year 

is 222.5 million euros, of which 71% 

(€158.1 million) had been committed 

by the end of the first half of the year.

•	 The plan to move the Agency to new 

premises (Project 2014) is progress-

ing in line with expectations.

•	 The number of face-to-face meetings 

involving EMA staff continues to 

fall. There were 221 such meetings 

in the first half of 2012, compared 

with 287 in the same period of 2011, 

and 316 in the same period of 2010. 

The number of virtual meetings is 

growing, however.

•	 EMA currently has 559 temporary 

agents, 113.5 contract agents, and 93 

other staff (national experts, inter-

ims, trainees).

•	 For clinical and non-clinical compli-

ance, EMA received 42 GCP inspec-

tion requests, of which eight were 

pharmacovigilance inspections. No 

good laboratory practice inspection 

requests were received. In April, the 

agency published a reflection paper 

on GCP and ethical aspects of clini-

cal trials conducted outside of the 

European Union.

•	 A successful link was made between 

the EU Clinical Trials Register infor-

mation and the World Health Orga-

nization’s International Clinical Trial 

Registry Platform.

Implementation of the new pharma-

covigilance legislation is progressing 

as planned, according to the report. 

EudraVigilance aggregated data for 

centrally authorized medicines for 

human use was published on May 31, 

2012. Since the Management Board’s 

last meeting in June 2012, the Pharma-

covigilance Risk Assessment Commit-

tee has been established and met three 

times. The board has pledged to con-

tinue to monitor the implementation of 

the legislation carefully.

—Philip Ward

EMA’s Mid-Year Report Merits Scrutiny
g L o b a L  n e w s

guido rasi is the ema’s 

executive Director.
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News

D a t a  a n a Ly s i s

T
hanks to all of you who visit www.

appliedclinicaltrialsonline.com for 

information you need on the clini-

cal trials industry. We would also like to 

thank you for being a loyal audience and 

letting us know when you discovered a 

malware or virus problem on our website. 

Since becoming aware of the problem, 

we tracked down the source, took all 

the necessary steps internally, and with 

Google, to rectify this problem. Since 

early September, we can say that we have 

operated our website safely and with the 

security that is required by Google. 

In fact, we have noticed that many of 

our Google Chrome users are coming 

back. We want to assure the rest of you 

who may be uncertain or unaware that 

we have fixed the problem. It is abso-

lutely safe for you to continue to use 

your Google Chrome browser to access 

our website. 

We do ask that you take these steps 

to ensure reliability.

•	  Go to your browser toolbar 

•	  Select “Chrome” 

•	  Select the 4th option, “Clear Brows-

ing Data.” This will open a new tab 

and bring up a prompt.

•	  In the prompt, select the checkbox 

next to “Empty the Cache,” and se-

lect “From the Beginning of Time” 

in the dropdown menu.

•	  Click “Clear Browsing Data”  

Now go to www.appliedclinicaltrial-

sonline.com and bookmark.

If you encounter any difficulties ac-

cessing the site after you have taken 

these steps, please let us know. We ap-

preciate your loyalty and look forward 

to you visiting our website again.

—Russell Pratt, VP, Group Publisher 

and Lisa Henderson, Editor-in-Chief

A 
2012 study conducted by the 

Tufts Center for the Study 

of Drug Development shows 

that academic centers and hospitals 

take significantly longer to initi-

ate industry-funded clinical trials. 

Overall, it takes an AMC or hospital 

more than one year (12.9 months) 

on average from the pre-study visit 

to first patient in (FPI) the clinical 

trial. This compares with 7.9 months 

for community-based physician 

practices to complete the same 

cycle—nearly a 40% time reduction. 

The Tufts CSDD study evaluated 

start-up cycle times for 5,296 inves-

tigative sites participating in 105 

Phase II and III clinical trials. The 

largest bottleneck is the time from 

when the contract is received by the 

center to the time that the contract 

is executed. AMCs and hospitals 

take nearly 73% longer than their 

for-profit counterparts—4.1 months 

on average versus 1.1 months. Cycle 

times from contract execution to 

site initiation, and from site initia-

tion to FPI for non- and for-profit 

investigative sites are much closer, 

suggesting that AMCs and hospitals 

perform more competitively once 

they get through their less efficient 

administrative tasks.

—Tufts Center for the Study of Drug  

Development, https://csdd.tufts.edu.

Survey Results of Start-Up Cycle Times

To Our Google Chrome Users
L e t t e r  F r o m  t h e  s t a F F

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

isolating study start-up disadvantages at amCs and hospitals.

AMC and Hospital-Based Research
Centers

3.1

2.2

4.1

2.5

1.8

1.1

Pre-Study Visit to Contract Sent to Site

Contract Execution to Site Initiation

Contract Sent to Site to Contract Execution

Site Initiation to First Patient In

For-Profit, Community-Based Sites
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Recommendations for assessing translatability.

Clinical Outcomes Assessments 
Barbara A. Brandt and Matthew Talbert

A Flesch-Kincaid readability test can be 

applied and revisions suggested to im-

prove comprehension by a broad target 

population. A recent COA face validity as-

sessment required that the questionnaire 

be taken from grade level 17 to grade level 

8. Successful revision was accomplished 

by simplifying instructions and terminol-

ogy, defining medical terms, and providing 

examples of complex concepts. 

Following the face validity review and 

instrument revision, a translatability as-

sessment should be completed. This 

review is carried out by linguists within 

desired language groups to identify 

translatability concerns within and across 

languages and to recommend source 

revisions to improve translatability. An 

important outcome of this assessment 

is to identify items that are so cultur-

ally-specific that they would potentially 

yield differing interpretations across lan-

guages. According to the “ISPOR Pa-

tient-Reported Outcomes Translation 

and Linguistic Validation Good Research 

Practices Task Force Report,”1 in order 

to pool data from multi-country studies, 

cognitive equivalence of PRO measure-

ment concepts should be established. 

A translatability assessment will identify 

idiomatic phrasing, ambiguous concepts, 

and other areas of a COA with the poten-

tial for problematic translation. Though 

idiomatic phrases such as put yourself 

down and step on a few toes can create 

difficulty in finding equivalent concepts 

when translated, equivalence is achiev-

able through completion of linguistic vali-

dation but may require more rounds of 

revision during harmonization.2 

D
evelopment of clinical out-

comes assessments (COAs) for 

use in multinational clinical trials 

requires thorough assessment 

of readability and translatabil-

ity of the source. A highly translatable 

source will facilitate the achievement of 

conceptual equivalence during linguistic 

validation, resulting in valid data pooling 

across languages. Several issues should 

be considered in an effort to eliminate 

translation difficulty during harmoniza-

tion and cognitive debriefing. Instrument 

developers should collaborate with the 

language service provider (LSP), and com-

plete a translatability assessment prior to 

linguistic validation. 

When developing COAs for multina-

tional trials, several key steps can serve to 

ensure ease of translatability and achieve-

ment of conceptual equivalence across 

languages. The LSP should review a draft 

of the COA to identify any potential trans-

latability and readability concerns. This 

“face validity” review serves to pinpoint 

problematic phrasing and concepts and 

to make suggestions for revision prior to 

translation. Common problems identi-

fied may include conceptual overlap in 

response sets, unbalanced response sets, 

ambiguous key concepts, idiomatic items 

for which direct equivalents may not ex-

ist across languages, incomplete instruc-

tions and double-barreled questions in 

which a single question seeks to measure 

multiple constructs. Identifying and ad-

dressing such issues early in development 

saves time and unnecessary expense. 

The LSP may also make recommenda-

tions for minimizing respondent burden. 
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Recent research has revealed ways in 

which the translatability of COAs can be 

improved. A popular concept found in 

patient questionnaires, bother, has re-

cently been shown to hinder data validity. 

The ambiguous nature of bother results in 

multiple interpretations across languages. 

For example, German respondents in-

terpret the concept as something that 

is a nuisance, but the same concept is 

interpreted as nervousness or anxiety to 

Russian speaking respondents. These 

discrepancies present a problem for data 

pooling across languages. Alternatively, 

it is recommended that the concepts for 

measurement be specifically defined. 

For example, instead of asking a patient 

how much psoriasis bothers him or her, 

it would be best to ask how painful or 

embarrassing one’s psoriasis has been. 

Using these alternatives increases the 

likelihood that what is intended for mea-

surement is actually being measured be-

cause the variation in interpretation of 

the concepts is much less likely. Analysis 

of the translatability of bother has also 

shown that more specific concepts, such 

as pain and embarrassment, will yield 

greater conceptual equivalency when 

translated. Replacement of ambiguous 

concepts with more specific concepts 

will better measure what researchers are 

intending to measure.3

Research exploring the translatability 

of response sets was conducted by Gaw-

licki, et al. 2012 to determine optimal re-

sponse sets for patient questionnaires for 

which a high degree of translatability is 

vital. A popular response set measuring 

symptom severity or frequency is not at 

all, a little bit, somewhat, quite a bit, and 

a great deal. In observed translations, the 

ambiguities in this response set will cause 

conceptual overlap when translated, as 

reported by linguists participating in the 

study. Furthermore, the concept of a bit is 

often omitted as it does not exist in many 

languages. A response set observed to 

have a high degree of translatability and 

no issues with conceptual overlap when 

translated is not at all, rarely, sometimes, 

often, and always. These terms render this 

response set more specific and generally 

will result in a more sound translation. Re-

sults from the study showed that a maxi-

mum of five response options will help 

prevent concept overlap in translation. If 

more than five response options in a set 

are desired, either a numeric rating scale 

or a visual analog scale is preferred.4  

Creating a COA for use in multinational 

trials requires careful review and consid-

eration during the instrument develop-

ment phase. The aforementioned steps 

are recommended in order to yield the 

sound translations necessary for later 

pooling of data.
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Meeting FDA requirements: the electronic collection of suicidal  
ideation and behavior data. 

Capturing Suicidal Patient Data
Michael Federico

and how to assess SIB, suggesting that 

although it is only broadly prescribed in 

psychiatric clinical trials, it should also be 

included in clinical trials involving selected 

drugs with recognized indications of SIB 

and any trial involving a compound with a 

CNS effect. It cites data showing that this 

assessment can be low burden, taking 

less than four minutes on average. FDA 

also emphasizes the value of the lifetime 

evaluation as a good assessment of pa-

tient risk, citing a study showing the pre-

dictive value of each lifetime question. 

FDA recommends that suicidality assess-

ment instruments map to 11 Columbia Clas-

sification Algorithm for Suicide Assessment 

(C-CASA) codes. As the prospective coun-

terpart to C-CASA, the Columbia Suicide 

Severity Rating Scale (C-SSRS) results in 

findings that directly code to the C-CASA, 

and is an accepted instrument used to asses 

SIB of trial participants.

The C-SSRS is a free-form, semi-struc-

tured interview intended for administration 

by clinicians or study staff during sched-

uled study visits. C-SSRS explores sui-

cidal ideation levels and intensity, as well 

as behaviors and lethality through a series 

of probing questions. It is conducted at 

baseline (this would be a lifetime suicidal 

ideation and behavior assessment), and at 

each patient visit. 

A self-rated approach

Procedural variances in the way clinical 

assessments are performed by human rat-

ers are associated with a number of short-

comings, negatively impacting the reliabil-

ity of results. Even with training, rater skills 

I
n recent years a great deal of attention 

has been paid to monitoring suicidal 

ideation and behavior (SIB), and how 

best to assess it in a clinical trial set-

ting. This attention is in part due to find-

ings of apparent treatment-emergent SIB 

caused by several different types of drugs. 

In response, the FDA released a draft guid-

ance “Suicidality: Prospective Assessment 

of Occurrence in Clinical Trials” in Septem-

ber 2010. The recently revised draft guid-

ance reinforces the principles of prospec-

tively assessing SIB, using progressive, 

efficient approaches in clinical trials.

The primary objectives of the draft guid-

ance are: to ensure timely recognition and 

treatment of patients experiencing SIB dur-

ing study participation; and promote more 

timely, complete, and systematic collection 

of SIB data to improve detection of change 

in individual trials and across pooled analy-

ses. In particular, the assessment of SIB is 

required in clinical trials of new drugs be-

ing developed for psychiatric indications 

and any drug that appears to have a CNS 

effect. This includes trials in other areas 

such as epilepsy, smoking cessation, and 

weight-loss, due to long-standing con-

cerns with SIB in these study populations.

This article will review the FDA’s current 

recommendations on SIB assessment in 

clinical development, and offer insight as 

to how the electronic collection of this im-

portant data can help trial sponsors meet 

current regulatory requirements.

Draft guidance recommendations 

The newly revised guidance brings more 

clarity to the expectations of when, where, 
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deteriorate over time and clinicians are 

often influenced by prior experiences with 

patients. This is especially true for uncom-

fortable subjects such as SIB. As a result, 

researchers are actively looking for ways 

to overcome these limitations. 

The electronic C-SSRS (eC-SSRS), a 

self-rated version of the C-SSRS has been 

cited by the FDA as an effective way of 

meeting this assessment requirement, si-

multaneously eliminating procedural vari-

ances and reducing site burden. The eC-

SSRS is a validated, fully structured clinical 

interview, designed for computer-adminis-

tration directly by patients using interactive 

voice response (IVR) or web technology. 

Questions are presented; patients provide 

their responses; and the system branches 

to the appropriate follow up questions, 

faithfully adhering to C-SSRS probing 

specifications. The findings are registered, 

scored, and a findings report is immedi-

ately sent for site review. The investigator 

can review this report with the patient as 

needed and follow up per the trial protocol. 

This coordinated approach provides con-

sistent assessment and documentation, 

and reduces site burden. 

The eC-SSRS approach has been used 

in many clinical trials and the data has 

been accepted and cited by the FDA. 

Streamlining the data collection process, 

eC-SSRS facilitates the collection of high 

quality, unbiased data directly from the 

patient, while at the same time eliminating 

queries and processing delays.

Monitoring uncomfortable topics

A number of studies have evaluated the 

effectiveness and accuracy of the C-

SSRS and the eC-SSRS. The sensitivity 

of the clinician-administered C-SSRS has 

been questioned. To summarize, “…sui-

cidal thoughts and plans were more likely 

to be endorsed by patients than clinicians, 

and clinicians were less likely to use the 

more extreme rating. …These results sug-

gest the possibility that some patients 

may be more willing to endorse suicidal 

ideation on self report assessments or 

that some clinicians may be reluctant to 

record suicidal ideation.”1 

It has also been proven that due to the 

confidential nature of suicidality assess-

ments, patients are more likely to respond 

to an impartial electronic instrument rather 

than to various site staff, further improving 

the quality of data. This reliable approach, 

when combined with the investigator’s re-

view of the findings is expected to ensure 

patient safety and consistent meta-data. 

Conclusion

Suicidal behavior is rare, even in clinical 

trials that involve ‘high-risk’ patients, but 

the risk is real and the need to protect pa-

tients and improve data quality are of par-

amount importance. As such, improved 

precision of suicide monitoring in clinical 

trials is critically important for patient and 

molecule protection. 

Through more reliable data, SIB assess-

ment instruments like the self-rated eC-

SSRS can overcome the shortcomings 

associated with traditional, clinician-based 

assessments. The eC-SSRS is an efficient 

and effective approach to collect lifetime 

reports of suicidal ideation and behavior at 

baseline, and for prospectively monitoring 

ideation and behavior at subsequent visits. 

The electronic presentation; data capture; 

and immediate feedback of results to the 

investigator for review, provides sponsors 

with a fast and reliable means of collecting 

valuable information relating to the safety 

of patients, and addresses the objectives 

of the FDA guidance for monitoring suicide 

ideation and behavior in clinical trials.
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A countdown of the top 10 developments that have most influenced 
the ePRO industry over the past decade. 

ePRO Industry Growth
Phil Lee

Consortium are validated in various elec-

tronic formats. 

These two consortiums are working 

together to lower both the cost and the 

risk of using ePRO for all clinical research 

stakeholders. 

8: ePRO integration with objective 

measurement devices

The advent of objective medical devices 

such as the PEF meter for asthmatics and 

the glucometer for diabetics have been 

landmarks. Combining objective informa-

tion from these devices with the subjective 

information gathered by electronic diaries 

significantly enriches what we call “the 

true voice of the patient.” 

7: Non-compliance with paper diaries

Patient non-compliance when using paper 

diaries has been outlined in a number of 

articles. One of these articles, published 

in the British Medical Journal, http://www.

bmj.com/content/324/7347/1193, notes 

that when doctors ask patients to recall 

recent health experiences such as pain 

and fatigue, “[patients’] recall is unreliable 

and rife with inaccuracies and biases.” 

The problem is even more severe when 

patients use paper diaries. 

Concerns about the use of unsuper-

vised paper diaries are justified. The FDA 

has taken note and expressed its concern 

in some of its guidances. 

6: Increase in the number of trials 

collecting PROs

The fact that the FDA, European Medi-

cines Agency (EMA), and the Pharma-

A
s the CEO of PHT Corporation, 

a leading provider of electronic 

clinical outcome assessment 

(eCOA) and electronic patient re-

ported outcome (ePRO) systems 

used in clinical research, I’m often asked 

what I believe have been the most impor-

tant engines driving ePRO industry growth 

over the last decade or so. I’ve identified 

10 key drivers, described here in reverse 

order of importance. 

10: EDC adoption

The growth of electronic data collection 

(EDC) began about a dozen years ago. 

Companies using EDC studies for all 

data other than diaries, take three to nine 

months to lock the database. That’s unac-

ceptable—and why major pharmas always 

consider ePRO if they are using EDC and 

endpoints in patient or clinician outcomes.

9: Critical Path Institute (C-Path) 

Two influential groups within the C-Path In-

stitute have been major influencers: the Pa-

tient-Reported Outcome (PRO) Consortium, 

http://c-path.org/PRO.cfm, and the Elec-

tronic Patient-Reported Outcome (ePRO) 

Consortium, http://c-path.org/ePRO.cfm. 

The PRO Consortium is significant because 

it is a collaboration with FDA, pharmaceuti-

cal companies, and ePRO providers.

The ePRO Consortium is a group of 

ePRO providers that includes Almac, 

Bracket, CRF Health, ERT, ICON, and 

PHT. The consortium provides electronic 

technologies for trials capturing clinical 

outcome assessments as endpoints; and 

ensure that new instruments from the PRO 
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ceuticals and Medical Devices Industry,  

(Japan) are all interested not just in what 

physicians say but in how patients feel is 

driving more and more PRO-based label-

ing claims. Given today’s regulatory and 

economic environment, sponsors are also 

focused on finding meaningful ways to dif-

ferentiate their drugs. Having more infor-

mation from patients helps. 

5: ISPOR Task Force Report

This report, written several years ago, 

notes that when sponsors migrate from 

paper to electronic data 

capture, the change can 

be categorized as minor, 

moderate, or substantial. 

The degree of change re-

quires different types of 

validation. Because the report provides 

pragmatic guidance for PRO scientists to 

follow when migrating from paper instru-

ments to electronic ones, it has speeded 

the adoption of ePRO.

4: Improved site and sponsor satisfaction

Many of us remember the days when 

ePRO was new and didn’t work as well as 

it does today. As sponsors gained experi-

ence—particularly large pharmas looking 

for competitive advantage—ePRO site and 

sponsor satisfaction improved and adop-

tion increased. 

3: Merck case study—ROI justification

The Merck insomnia study showed the 

significant return on investment ePRO 

delivers. 

The trial was executed to help Merck 

better understand the scientific and busi-

ness benefits of ePRO versus paper for 

trials with patient-driven endpoints. The 

trial was designed so that an already-

approved drug was used and patients 

were randomized; using both paper and 

electronic arms. Merck deduced that they 

could have 56% fewer patients using elec-

tronic data gathering and achieve exactly 

the same study power. 

Similar reduction in data variance in tri-

als using electronic diaries versus paper 

diaries has been published in other indi-

cations, including urinary incontinence, 

asthma, and chronic constipation, and 

concretely demonstrates the significant 

ROI ePRO delivers.

2: PRO guidance and other regulatory 

documents

The FDA PRO guidance covers the im-

portance of PROs and clinical outcome 

assessments in research as well as the 

importance and benefits of implement-

ing measures electronically. The same 

material is covered in the EMA reflec-

tion paper on health-related quality of 

life about collecting data electronically. 

These documents, as well as the eSource 

draft guidance documents, http://www.

fda.gov/downloads/Drugs/.../Guidances/

UCM239052.pdf, that came up earlier 

this year, all strongly support electronic 

data capture. 

All these guidelines demonstrate that 

regulators now expect to see the use 

of electronic systems rather than paper 

methods to collect clinical outcomes. 

1: Leveraging smartphones

The number one driver of ePRO: smart-

phones and the proliferation of consumer 

technologies. The PHT ePRO/eCOA sys-

tem collects data on smartphones, with 

great success. 

Author’s Note: The full article is available 

at http://goo.gl/KH3To.

Phil Lee is the President and Chief Executive 

Officer of PHT Corporation, 500 Rutherford Avenue, 

Boston, MA, e-mail: plee@phtcorp.com.

The number one driver of ePRO: 

smartphones and the proliferation of 

consumer technologies.
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Peter OÕDonnell

is a freelance journalist 

who specializes in 

European health affairs 

and is based in Brussels, 

Belgium.

Taking the Pulse of 
Ethics Committee Views 
Will ethics 
committees buy 
into the radical new 
approach of latest 
draft regulation?

N
ot for the first time, the Euro-

pean Forum for Good Clini-

cal Practice (EFGCP) has 

demonstrated its ability to 

keep its finger accurately on the pulse 

of what really matters in European 

discussions on clinical trials. That sen-

sitivity for the hotspots was doubtless 

behind its decision to hold a workshop 

in Brussels in November on “options 

and challenges for ethical assessment 

in the clinical trial regulation pro-

posal.” Now that wise heads around 

Europe have had time to reflect on the 

European Commission’s July proposal 

for new rules, one of the principal ar-

eas of potential difficulty that has been 

identified is whether ethics commit-

tees will buy into the radical approach 

of the draft regulation.

Few readers of this publication 

will need reminding that among the 

changes proposed, all the existing EU 

requirements on ethics committee 

involvement in assessing applications 

for clinical trials authorization would 

be scrapped. This doesn’t mean that 

ethics has gone out of the window. But 

it does mean that the European Union 

is planning to leave ethics consider-

ations to national authorities—where, 

in strictly legal terms, they necessar-

ily belong anyway, since the European 

Union has no writ on questions of eth-

ics. Like taxation or social security, 

or indeed like most health matters, 

including drug pricing and reimburse-

ment, ethics is one of those areas that 

has never been a subject on which the 

European Union has any authority. 

Accordingly, the proposed new 

clinical trials rules aim to achieve 

their intended streamlining by split-

ting the procedures into European 

and national component parts. The 

European level would consist of a 

harmonized list of documents to be 

submitted, an electronic portal for a 

single submission of an application 

(irrespective of the number of mem-

ber states concerned), a coordinated 

scientific-technical assessment proce-

dure, and tight timelines for member 

states to decide on applications. At 

national level, each member state will 

have to organize itself as it sees fit to 

integrate an ethics committee review 

within the timelines. 

The commission remarked in its 

proposal that “a crucial element of the 

rules for authorization of a clinical 

trial is the clear distinction between 

aspects where member states shall 

cooperate in the assessment of the ap-

plication for authorization of a clinical 

trial and those aspects where member 

states conduct their assessment in-

dividually, [which] includes aspects 

which are of an intrinsically national 

(for example, liability), ethical (for ex-

ample, informed consent), or local (for 

example, suitability of the clinical trial 

site) nature.”

If this description leaves open a 

lot of questions, that is because the 

planned procedure itself leaves open 

a lot of questions. The EFGCP work-

shop aims to start a dialogue that 

could help to answer some of them. 

The mechanism of this integration 

may require different solutions from 

one country to another. The work-

shop is looking at the practical impli-

cations of the proposal for ethics com-

mittees, and particularly at how to 

integrate all the aspects of the assess-

ment into one decision per member 

state within the proposed timelines, 

without compromising scientific or 

ethical review standards, or levels of 

patient protection.

Doubting voices
Just how acute the challenge may 

prove to be is demonstrated by hostile 

reactions from ethics committees. 

One aspect of the difficulties was 

spelled out eloquently in a recent 

letter to the European Commission 

from the Chairman of the Ethics 

Committee of the Medical University 

of Vienna, Ernst Singer. Singer wrote 

to Stefano Soro, the Head of the Me-

dicinal Products Unit in the European 

Commission, pointing out that merely 

in terms of the envisaged timelines, 

the commission’s proposal was un-

workable. “In its present form the 

regulation is not compatible with the 

Among the changes proposed, all the existing EU 
requirements on ethics committee involvement 
in assessing applications for clinical trials 
authorization would be scrapped.
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current mode of operation of ethics 

committees, in particular in terms of 

scheduling,” he stated. 

The scheduling envisaged by 

the commission is indeed tight. An 

application might lead to effective 

authorization in all member states 

concerned in as little as 20 days. “In 

order to meet the deadlines proposed 

in the new regulation the ethics 

committees meetings would have to 

be replaced, or supplemented by an 

ethics committees making decisions 

on a day-to-day basis,” according to 

Singer. He pointed out that under 

their current schedule, committees 

such as his operate through regular 

monthly meetings of experts from a 

range of medical specialties, along 

with lawyers, patient representatives, 

and statisticians. “These meetings 

also provide the opportunity to dis-

cuss open points in the protocol with 

the principal investigator and the 

sponsor,” he wrote—adding that in 

Austria “this is currently done within 

35 days (including obtaining an exter-

nal review).” He added that the meet-

ings are not held on a monthly basis 

because the ethics committees do not 

want to meet more often, “but purely 

for inherent practical constraints: it is 

just not possible to have all the neces-

sary highly specialized people avail-

able at all times.”

To meet the deadlines in the 

proposed new rules, “all involved 

experts would have to be constantly 

available”—which Singer points out 

is “highly unrealistic”—and it would 

become impossible to invite the prin-

cipal investigator or a representative 

of the sponsor for discussion, or at any 

rate not in the presence of everyone 

concerned. “All this would unquestion-

ably lead to a decline in the quality 

of the decisions made by the ethics 

committee, which cannot be in the 

interests of anyone.”

Singer provides some revealing sta-

tistics to support his arguments, high-

lighting the fact that clinical trials of 

medicines form only a part of the stud-

ies an ethics committee typically has 

to deal with. In 2011, he says, his eth-

ics committee dealt with 233 clinical 

trials of medicines—comprising 19% 

of studies assessed. In addition, his 

committee dealt with 93 clinical trials 

of medical devices, and 901 other stud-

ies. “It would be wrong to assume that 

these ‘other studies’ are generally less 

challenging scientifically or pose a 

lesser risk to participants than medici-

nal product studies,” he underlines.

The consequences, Singer calcu-

lates, are that the proposed regulation 

would lead to the introduction of a 

dual standard: the majority of studies 

(in his committee’s case about 75%) 

would be treated in the established 

way through monthly meetings, while 

for medicines, decision-making would 

have to occur on a day-to-day basis. 

“For the ethics committee (and the 

member state) this will definitely not 

facilitate procedures but introduce ad-

ditional workload and two standards 

of review,” he concludes. High-quality 

reviews would continue for everything 

but for medicines, which would suffer 

from a lower-quality review.

Wider concerns
The potential problems extend wider 

than just the timing of ethics committee 

review. Even those with long experience 

of clinical trials in Europe admit to find-

ing it difficult to grasp exactly how the 

national approval process will function. 

“The proposal does not interfere 

with the member state’s internal orga-

nization of the bodies involved in au-

thorizing (or not) a clinical trial,” the 

commission said in its proposal. “It is 

left to member states to define the or-

ganizational set-up to comply with the 

authorization procedure.” Explicitly, 

the commission does not attempt to es-

tablish which national body or bodies 

approves (or not) a clinical trial, nor 

does it “regulate or harmonize the pre-

cise functioning of ethics committees, 

impose a systematic cooperation at an 

operational level between ethics com-

mittees in the EU, or limit the ethics 

committee’s scope of the assessment 

to genuinely-ethical issue (science and 

ethics cannot be separated).” Instead, 

the proposal “leaves it up to member 

states to organize, internally, the attri-

bution of tasks to different bodies.”

It is almost with a dismissive wave 

of the hand that the commission says 

“what matters is that member states 

ensure an independent, high-quality 

assessment within the timelines as set 

out in the legislation.” In effect, the 

commission is saying that the Euro-

pean Union is prepared to do only so 

much to speed clinical trial authoriza-

tions: a single portal, and a single as-

sessment procedure led by one mem-

ber state, leading to a single decision, 

on which other member states are sup-

posed to sign off within a few days. 

This is, as senior figures in the Eu-

ropean clinical trials community have 

pointed out, a high-risk scenario. By 

leaving everything up to each member 

state to sort out its own approach to 

reaching a decision, the commission 

is exposing itself—and, more to the 

point, clinical trial sponsors—to the 

risk that not every member state will 

feel it is in a position to sign off. Con-

strained by time, and obliged to create 

new national systems for integrating 

all aspects of the assessment into one 

opinion, some members states may 

feel unable—or unwilling—to partici-

pate. If the streamlined system works, 

it could work well. But if member 

states are not prepared to play ball, it 

could prove disastrous. The subject 

merits plenty of exploration over the 

coming weeks and months. ❏

If the streamlined system works, it could work 
well. But if member states are not prepared to 
play ball, it could prove disastrous. 
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G
erd Arold, MD, Senior Direc-

tor, Scientific Affairs, Patient 

Pharmacology Services at 

PRA sat down with Applied 

Clinical Trials to talk about early phase 

trials. Topics covered include market 

requirements, challenges, recruitment 

models, conducting early phase stud-

ies in Central and Eastern Europe, and 

finally the company’s Unit-on-Demand 

model offering. 

Could you explain the market 

requirements for early phase patient 

studies?

There’s a clear focus in the pharma-

ceutical and biotechnology industry to 

reduce the time to bring a new inves-

tigational medicinal product to mar-

ket. One approach is to streamline the 

clinical research time as well as reduce 

trial delays.

Another approach is to streamline 

the early phases of clinical trials in or-

der to allow earlier start of later phase 

trials. This can be performed by imple-

menting so-called umbrella protocols, 

meaning a combination of several ear-

lier standalone food effect, or gender 

effect studies into one single protocol. 

Another strategy is to perform the 

first-in-man study as a combination of 

single ascending dose, multiple ascend-

ing dose, and proof of concept in one 

protocol in patients.

These first in patient protocols were 

formerly seen for mainly oncological 

products where the toxicity of the IMP 

did not allow performing early phase 

studies in healthy volunteers. We see 

these studies now more and more in 

other nontoxic indications like inflam-

matory or metabolic disease.

Obtaining the most possible infor-

mation about a new drug in less time 

and reaching faster go/no-go decisions 

is the driving force behind the idea 

to perform more first-in-man stud-

ies directly in patients of the targeted 

population. Phase I studies in healthy 

volunteers are limited to evaluating the 

safety and pharmacokinetics of a new 

drug. But if a trial is designed to include 

patients early, you can learn even more 

about the pharmacodynamics of a new 

drug and the mode of action. 

What are the challenges in early 

phase studies?

Challenges of early patient studies are, 

first of all, the access to patients. Using 

databases as you would with healthy 

volunteer studies are only useful in 

stable patient populations, for example, 

diabetic patients. Patients with more 

severe diseases, such as severe renally-

impaired patients, cannot be recruited 

from a database as the activity of the 

disease progresses and also life expec-

tancy for these patients is very low. 

So six-month old data in the database 

would already be outdated and not de-

liver reliable information. Also recruit-

ment strategies, which work well for 

healthy volunteers, in particular adver-

tisements, newspapers or other media, 

do not reach these patient groups as 

inclusion criteria for these studies are 

much more complex.

How does conventional versus non-

conventional recruitment models for 

these early phase patient population 

studies work?

There are only two ways to perform 

early clinical patient studies. First is the 

Unit-on-Demand Model

PRA’s Senior Director talks about his company’s innovative 

offering and how it is helping sponsors get fast access to patients  

for early phase studies.

Gerd Arold, is Senior Director, Scientific 
Affairs, Patient Pharmacology Services 
at PRA.
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traditional way of performing Phase I 

studies by using healthy volunteer units 

and finding the patients to bring into 

the healthy volunteer unit for the dura-

tion of a clinical study. The shortfall with 

this model is that more severe patient 

populations cannot be reached by con-

ventional recruitment strategies. Also, 

treating specialists with knowledge and 

the equipment needed to treat these se-

vere patients are usually not available in 

a Phase I healthy volunteer unit.

The other way of performing early 

patient studies is using a typical Phase 

II/III approach where the hospital-based 

investigators receive preliminary training 

on the study requirements by the CRA; 

and then the CRA is mainly monitoring 

the study. In this model, the safety of the 

patient is always controlled. However, a 

highly controlled and standardized GCP 

environment is required for early phase 

studies and the most important require-

ment of timely PK measurements, is of-

ten not feasible.

As a consequence of this, we at PRA 

have developed a third way to perform 

early patient trials, a model which com-

bines the advantages of both the mod-

els described before. We call it the Unit-

on-Demand model. This is a unique way 

to get fast access to patients for early 

patient studies.

The idea behind the model is if we 

cannot bring the patients into a Phase 

I clinical unit, then we bring the unit to 

the patient. We rent rooms in a hospital, 

install a clinic unit in a GCP environment 

in the hospital, including all standard-

ized and controlled equipment needed 

for the study, and provide all training to 

the hospital investigator. 

We also bring in experienced study 

physicians and study nurses. And every 

time a patient is at the site, our staff is 

taking care of that patient starting from 

blood sampling, to sample preparation 

or logistics for shipments and documen-

tation of the data. An entire study team 

comprised of scientists, physicians, 

study managers, and data managers is 

supporting the investigator to deliver 

high-quality data combined with higher 

safety conditions for patients.

Currently, we have five hospital sites 

located in Central and Eastern Europe—

Czech Republic, Hungary, Poland, Slova-

kia, and Romania.

What are the differences in conduct-

ing early clinical trials in Central 

and Eastern Europe compared to the 

United States or Western Europe?

All of the countries in which we have 

sites have adopted the European direc-

tives, so they have a 60-day review pe-

riod after the submission of a standard-

ized CTA package.

But because approval in the Neth-

erlands for healthy volunteer studies 

can be obtained in 14 days, the CEE is 

often seen by sponsors as a long time. 

Also, we know that there are perceived 

cultural or language differences in the 

CEE. And the level of administrative 

and logistical support or availability of 

trained study nurses in hospitals is not 

the same. 

But there are large patient popula-

tions in the CEE’s centralized hospital-

ized system with a large patient pool 

per hospital and highly motivated 

study investigators in CEE compared 

with Western Europe or the United 

States. Referring patients from one site 

to another site is part of the overall 

healthcare system. So the motivation 

for investigators to participate in early 

clinical trials is not only for receiving ad-

ditional funding, but also the interest in 

new therapies.

Based on our experience over the 

last 20 years, the 60-day review period 

by the regulatory authorities is made 

up quickly by much higher recruitment 

rates. The main advantage is seen by an 

established network of referring physi-

cians who are willing to refer their pa-

tients to an investigational site.

Going back to the example of a PK 

study in renally impaired patients, we 

usually see that the investigational site 

at the hospital has access to one patient 

group. For example, if someone is treat-

ing severe renally-impaired patients, he 

or she doesn’t have access to the mild 

impaired patients because these are 

usually treated by a GP. For this, we 

establish a network of referring physi-

cians, which we can send the mild and 

moderate patients.

As a summary, we see a much faster 

enrollment rate and higher quality of 

data for early patient studies in Central 

and Eastern Europe by using the Unit-

on-Demand model. In this model, our 

operational study teams support the 

investigators with the entire setup of 

the clinical study including building up 

a GCP environment in the hospital; pro-

viding validated equipment; producing 

clinical trial materials and training; and 

taking care of documentation, logistics, 

trial management, and recruitment so 

that the investigator can really focus on 

his or her strengths: patient care and 

patient safety.

PRA has implemented this model for 

many indications, for example, renal 

and hepatically impaired patients, hepa-

titis C, rheumatoid arthritis, and we see 

enhanced recruitment and faster results 

with high quality data compared to the 

other models.

Editor’s note: For more information on 

this subject please visit PRA’s webpage, 

www.praintl.com; listen to this informa-

tive webcast, http://bit.ly/Qxl1hF; and/or 

download a white paper on the topic, 

http://bit.ly/PQPGbD.

ES151135_ACT1112_025.pgs  11.05.2012  07:57    ADV  blackyellowmagentacyan



ES150430_ACT1112_026_FP.pgs  11.01.2012  02:15    ADV  blackyellowmagentacyan



ES150429_ACT1112_027_FP.pgs  11.01.2012  02:15    ADV  blackyellowmagentacyan



28    Applied CliniCAl TriAlS   appliedclinicaltrialsonline.com November 2012

To see more Clinical Trial Insights articles, visit 

appliedclinicaltrialsonline.com

Clinical Trial Insights

Kenneth A. Getz

MBA, is a Senior Research

Fellow at the Tufts CSDD

and Chairman of CISCRP,

both in Boston, MA, e-mail:

kenneth.getz@tufts.edu

Are CRCs Reaching  
Their Tipping Point?
Study coordinators 
see responsibilities 
increase dramatically 
while salary levels 
remain flat.

T
opline revenue reports from 

global investigative sites show 

that they have rebounded from 

a dismal 2010. Average per 

site revenue levels in 2011 were up 

nearly 6% over the prior year. A closer 

look, however, reveals a community 

overloading its capacity and reluctant 

to take on additional infrastructure 

as clinical trial activity increases. No-

where is this more evident than among 

study coordinators, long regarded as 

essential personnel managing day-to-

day responsibilities at the clinical site. 

A recent study conducted by Center-

Watch documents a critical workforce 

that has seen its workload and respon-

sibilities increase dramatically during 

the past several years while salary 

levels have remained flat when adjusted 

for inflation. Yet, despite the higher 

workload, the turnover rate among 

clinical research coordinators (CRC) 

has dropped far below historical levels 

seen during the past decade.

Given these mixed dynamics, spon-

sors, CROs, principal investigators, and 

site directors need to proactively moni-

tor and manage this currently stable 

work force to ensure that experienced 

and motivated capacity remain in place 

and productive as global clinical trial 

activity and workload continues to rise. 

Critical asset
The study was conducted online and 

e-mailed to approximately 12,000 

study coordinators worldwide dur-

ing August and September 2012. A 

total of 269 professionals from inde-

pendent research centers, private 

physician practices, academic institu-

tions, and hospitals responded to the 

survey. Half of respondents work in 

for-profit investigative sites while the 

other half work for academic medical 

centers or government-funded hos-

pitals. An average of three full-time 

study coordinators are employed 

by each site, and the vast majority 

of sites (93%) also employ part-time 

study coordinators. 

The CRC’s workload is quite full 

and varied: Study coordinators report 

spending the greatest proportion of 

their time on administering study 

protocol requirements. Other top 

areas of time commitment include col-

lecting and maintaining clinical data; 

overseeing patient recruitment and 

retention activity; ensuring GCP-ICH 

compliance; maintaining quality assur-

ance; serving as the primary contact 

with sponsors, CROs, and regulatory 

authorities; reporting adverse events; 

and managing queries.

Mounting workload
Workload—as measured by the num-

ber of clinical trials actively managed 

by each CRC—has increased 7% annu-

ally over the past 10 years. The median 

number of studies managed by a study 

coordinator on an annual basis jumped 

from 4.3 in 2001 to 7 last year—based 

on anecdotal reports from sites—and 

is expected to be even higher in 2012. 

The typical coordinator personally 

oversees an average of 80 patients on 

an annual basis.

In addition to increased workload, 

study coordinators report that the 

typical clinical trial has become far 

more complicated and demanding. 

Regulatory requirements—particu-

larly paperwork associated with GCP-

ICH compliance—have intensified. 

Study coordinators note that docu-

mentation and other tasks formerly 

completed by study monitors have 

been relegated to CRCs and other 

site staff. Protocol complexity has 

increased the amount of administra-

tive work and made it more difficult 

to recruit patients. CRCs also report 

that sponsors have added an increas-

ing amount of training to familiarize 

coordinators with new assessments, 

procedures, and IT systems. 

If that weren’t enough, coordina-

tors also note than when other staff 

positions have been eliminated at the 

site, CRCs are required to take over 

these tasks including marketing, 

business development, and managing 

financial matters. 

Source: CenterWatch

Figure 1. Median annual 

studies per CRC are steadily on 

the rise.
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Flat salaries but low turnover
While workload has grown substan-

tially, CRC salary levels have remained 

flat—when adjusted for inflation—dur-

ing the past decade. And nearly 8-out-

of-ten (78%) CRCs believe that their 

salaries are no longer commensurate 

with the amount of work they perform. 

A third of CRCs believe that higher 

workload demands impact their ability 

to complete tasks and do their job well. 

Although salary levels are mis-

aligned with workload, turnover rates 

among CRCs are the lowest they’ve 

been in a long time. In 2002, 56% of 

study coordinators had been in their 

positions for less than three years; 

this year, almost half of survey respon-

dents had been in their current job for 

at least seven years. A total of 72% of 

respondents have been in their current 

positions for at least four years; in 2002, 

only 44% of study coordinators stayed in 

their positions for more than four years.

The CenterWatch study also found 

that more experienced CRCs tend to 

stay with their employer longer than 

those with less experience. Almost 

three-fourths of study coordinators with 

at least nine years of clinical research 

experience have been in their current 

position for seven or more years.

Study coordinators are staying in 

their positions longer, in part, because 

the economy has made it difficult to 

change jobs. Yet the study results also 

suggest that longevity has improved for 

the simple reason that a high propor-

tion of study monitors like their job. In 

particular, study coordinators enjoy 

working with patients and find it grati-

fying to participate in studies of inves-

tigational treatments. CRCs also enjoy 

the collegial site culture. When asked 

to rate the biggest benefits of their job, 

nearly 43% of survey respondents said 

they found the work was interesting 

and satisfying. About 20% indicated 

that working with patients was the best 

part of their job. Nearly 15% said they 

liked the flexibility and autonomy of-

fered by the position.

Assuring CRC motivation 
Principal investigators and site direc-

tors recognize and appreciate that 

experienced study coordinators can be 

a competitive advantage. During the 

feasibility process, sponsor companies 

routinely ask investigators about their 

study coordinator’s level of experience 

and number of years at the site.

Although investigative sites report 

that they cannot increase CRC salaries 

because of budget constraints, suc-

cessful sites find other ways to make 

their study coordinators feel valued 

and to make the job meaningful for 

them. About 70% of sites typically pay 

for at least part of the cost of continuing 

education credits for their study coor-

dinators. Other sites look to ease CRC 

workload by having other staff help 

with data entry, regulatory responsibili-

ties, or scheduling patients. 

In the 2012 study, however, nearly 

a quarter of study coordinators feel 

that they lack opportunities for upward 

mobility at their site. The vast majority 

—92%—of study coordinators report 

that they want to advance their careers 

and, as the economy improves, many 

report being open to new opportunities. 

Most sought after career aspirations in-

clude becoming a study monitor (26%), 

a project manager at a CRO or sponsor 

company (16%), or a site manager (16%). 

Looking ahead
Simplifying protocol designs—a re-

sponsibility that rests with the spon-

sor—would go far in providing relief 

for site personnel, especially study co-

ordinators. Today’s protocols have an 

average of 170 total procedures admin-

istered over 11 visits during a 175-day 

period. Studies conducted by the Tufts 

Center for the Study of Drug Develop-

ment have consistently demonstrated 

a strong inverse relationship between 

protocol complexity and clinical trial 

performance: The higher the level of 

complexity, the longer the study will 

take and the harder it will be to recruit 

and retain study volunteers. Many 

sponsors are now reviewing their pro-

tocol design practices to identify im-

provement opportunities that will both 

ease execution burden and improve 

study efficiency and speed. 

Study coordinators frequently ask 

to provide feedback on study feasibil-

ity early in the process and provide 

logistical input before a study begins. 

Active solicitation of CRC feedback 

and the application of these sugges-

tions when appropriate may also ease 

coordinator workload.

Sponsors and CROs are also work-

ing to form stronger relationships with 

their site partners. Some of these re-

lationships are designed to offer some 

relief to CRCs: Both Quintiles and Co-

vance have programs, for example, that 

provide dedicated liaisons and support 

teams that can offer practical assistance 

to site personnel having trouble with ad-

ministrative tasks, patient recruitment 

management, and slow study initiation. 

At the moment, the study coordina-

tor workforce remains stable. Yet spon-

sors, CROs, and investigative site man-

agement face significant challenges 

if experienced and productive study 

coordinators, exhausted by an ever-

increasing workload, begin to exit their 

sites in order to earn higher salaries 

and advance their careers. The CRC 

operating environment is reaching a 

tipping point and must be monitored 

and managed proactively. ❏

Source: CenterWatch

Figure 2. CRCs are increas-
ingly dissatisfied with their 
salaries.
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The opportunities and challenges 
social media provides in the realm 
of subject recruitment. 

Christine Andrews
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R
ecruiting participants for clini-

cal trials can be difficult; there-

fore, sponsors and research 

teams should consider incorpo-

rating social media into their re-

cruitment strategy. Recruitment plays a 

critical role throughout the product devel-

opment cycle, starting with protocol development 

and continuing to the end of the process when 

the team reaches their final goal in enrolling 

their last subject. This process includes a feasi-

bility study that helps the team understand who 

comprises their target population; the optimal 

geographic locations for recruiting these sub-

jects; how to educate the subjects regarding the 

risks and benefits of participating in the trial; and 

how best to retain the enrolled subjects through-

out the trial in order to reduce the dropout rate.

Recruiting subjects for a clinical trial usually 

combines a variety of approaches. A supplement 

to traditional methods, social media can enhance 

or complement a comprehensive strategy, by 

offering a stream of new, continuously evolving 

technological tools. These tools can help reduce 

recruitment times; minimize screen failure rates; 

and meet recruitment goals, thus allowing the re-

search team to obtain valid, credible data results 

and outcomes that meet regulatory requirements.

The evolution of social media
Conventional recruitment methods. The difficulties 

encountered in recruiting subjects for a trial can 

result in unfulfilled recruitment targets, causing 

delays in starting the trial, increasing the 

budget, and ultimately producing an un-

derpowered trial.1 When this occurs, the 

data collected for analysis are too weak 

for a proper evaluation, and the results 

are therefore, inconclusive.

Throughout the years, sponsors and 

research teams have used a variety of 

methods to attract and retain volunteers for their 

studies. Patient recruitment tools have tradition-

ally consisted of print media, mass media, or 

grassroots efforts such as discussions between 

patients and doctors. Print media include such 

items as brochures, newsletters, posters hung in 

doctors’ offices or clinics, and newspaper ads. Al-

though this form of recruitment has enjoyed a de-

gree of success, it has limitations that can affect 

how quickly a site meets its recruitment targets. 

The layout of the material must be designed and 

approved; the cost to print and distribute the ma-

terial must be incorporated into the overall bud-

get; the geographic reach is limited to a specifi-

cally targeted distribution area; and the quantity 

of material needed must be estimated reasonably 

accurately in order to avoid producing too little 

(failing to advertise sufficiently), or producing 

too much (wasting valuable resources).
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Mass media elements of television or radio spots offer 

some advantages over print in that they can reach a wider 

geographical audience, as well as “speak” directly to the 

targeted patient via an actor explaining the situation and 

encouraging a subject to call or visit a website for further 

information. The drawbacks to TV or radio ads are that 

they are usually quite costly to produce and that they need 

to be aired during an optimal time slot in order to reach the 

intended demographic group. In addition, with the technol-

ogy available today, many viewers opt to record a show (e.g., 

with TiVo®, a digital video recorder), and then fast-forward 

through any commercials, or watch programs from a DVD, 

and thus bypass the main stations altogether. With radio, 

listeners can now subscribe to satellite broadcasts offer-

ing stations with no commercial interruptions. And finally, 

people can also purchase iPods or MP3 players, download 

and record their favorite music, and thus circumvent mass 

media completely.2 

Grassroots efforts such as doctor/patient discussions or 

word of mouth through family and friends offer the most 

intimate, and most likely, credible way of connecting to a 

potential subject. If a trusted doctor mentions a pertinent 

clinical trial to a patient, the latter is apt to be more recep-

tive to joining that trial than by having merely read about 

it in a brochure. If a family member or friend hears about a 

trial, again, the interpersonal relationship can be a powerful 

element in motivating someone to consider volunteering.

Conventional methods of recruitment are mainly com-

prised of non-interactive tactics, a one-way communication 

from the sponsor to the potential volunteer. Likely subjects 

see a newspaper ad or hear a radio spot that instructs them 

how to contact someone for further information if they are 

interested in participating, by providing a telephone number 

or website address. While these techniques are useful and 

remain important components today, the evolution of the 

Internet and online tools has added a whole new dimension 

to recruitment.3

Defining social media. Social media or social networking 

sites (SNS), are web-based sites where a conversation can 

take place between two or more people where, in short, 

there is the opportunity to exchange information. People 

can belong to virtual communities that enable them to 

join various discussions and participate with others in the 

group. They often come together based on common in-

terests such as a hobby, an educational interest, or a news 

event. The impact on society has been tremendous: People 

are connecting all over the world, holding conversations, 

sharing pictures, and exchanging information from any-

where they can connect to the Internet; SNS have been 

growing at an incredible rate.4 The impact is far-reaching 

and has radically changed how we conduct both personal 

and professional business.5 For instance, in the medical 

community, nurses can actually go to a meeting or a confer-

ence via Facebook, Twitter, or other SNS, and are able to get 

responses immediately from colleagues across the globe, 

not just those in a local conference room.5 

Twitter is a website where users establish accounts and 

can then instantly broadcast information to fellow users 

who are also connected to Twitter.7 Users can share mes-

sages about what they happen to be doing at a point in time, 

opinions about news events, or just random thoughts.5 The 

messages they send are called “tweets,” which are limited 

to 140 characters.7 They can also post pictures or links to 

websites that they would like their followers to check out. 

Facebook, launched in 2004, is another website that peo-

ple can sign up to belong to; boasting a membership of over 

400 million users as of March 2010,8 it has rapidly become 

one of the most popular SNS worldwide. On this site, the 

person who establishes a Facebook page has the ability to 

accept or reject a friend. Each friend allowed into the user’s 

Facebook page can see all the photo albums, videos, or 

posts that the page’s “owner” has uploaded.9 This site offers 

several features that allow the user to convey a broad range 

of information. Facebook has gained a lot of ground over 

the years as corporations have joined in to take advantage 

of its popularity among Internet users. Companies have set 

up their own Facebook pages that allow them to advertise 

and sell their products to consumers who are able in turn to 

offer feedback on what appeals to them and what does not.5 

For instance, even local news stations have gotten into the 

game by offering free items to any user who accesses their 

site and votes a thumbs up (“like”) for the prize give-away of 

the day. This technique allows the station to collect market-

ing data on how many people view their site, watch their 

program, and other demographic information of interest. 

The Facebook page owner also has the ability to broadcast 

a news-feed message to all of the people who have been ac-

cepted as friends by that user.5

Another contemporary form of communicating is tex-

ting. When people send text messages, they are sending 

information from one cell phone to another, or perhaps to a 

portable hand-held device.10 This is a way for people to com-

municate rapidly to a mobile phone even if they lack access 

to the Internet.

The growth of interactive websites and web 2.0. As stated 

previously, original World Wide Web surfing was mainly a 

one-way form of communication with the site owner provid-

ing and controlling the content. A person or company puts 

information on a webpage, and other people then visit that 

site to learn more about that particular topic. This style 

of interaction is designated as web 1.0. However, with the 

evolution of interactive capabilities, the web has gone from 

a one-way street to a two-way interactive exchange of infor-

mation. Now, not only can people visit a site to get informa-

tion, but they can also post comments on it, provide opin-

ions, upload pictures or videos, or ask questions about the 
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content; this interactivity is referred to as web 2.0.11 Web 2.0 

denotes the fact that users can now interface with a site and 

turn the one-way approach into a two-way conversation. On-

line communities have popped up that allow people to join a 

group defined by such things as an interest, a geographic lo-

cation, or a religious preference. Some examples of web 2.0 

tools include SNS such as Facebook; blogs; various forms of 

file-sharing sites; and Wikis.8 SNS have allowed organiza-

tions to achieve a unique form of customer intimacy like 

never before.12

Opportunities and advantages
Cost-effectiveness, speed, and efficiency. The advantages to 

using social media for recruitment are many. Social media 

offers a cost-effective approach that can give the biggest im-

pact for the money.2 Once a website is created and the con-

tent entered, access to a potential audience is tremendous. 

With the push of a button, a sponsor can potentially be in 

numerous homes or doctor’s offices across the globe. There 

is nothing to print out and physically mail. Sponsors can 

even reach subjects during a holiday period or late at night 

when brick-and-mortar businesses are closed. The speed at 

which word gets out is also a great advantage to sponsors. 

In the world of clinical trials, time is of the essence. Every 

hour saved translates into the potential to complete the trial 

on time or ahead of schedule, thereby getting a product to 

market faster, and thus realizing sales revenue sooner. This 

accelerated process can offer a tremendous boost to secur-

ing sales that will recoup the trial’s costs.

When speed is a factor, Twitter can offer a great advan-

tage to recruiting for a clinical trial. For those who have 

signed up to follow their Twitter account, a sponsor can 

reach potential volunteers in real time. Twitter can be used 

to share information quickly with people interested in their 

trials; gather real-time data and feedback; and begin to 

build relationships with subjects, truly engaging the target 

audience.6 It allows for the continuous exchange of informa-

tion at rapid speeds not experienced through traditional 

recruitment methods. 

 Accessible, convenient form of communication. Today’s 

technological advances render greater accessibility and 

convenience of communication and information than ever 

before. People can download medical information to their 

portable laptop, iPad, or iPhone with a few easy steps. By 

logging on to the Apple iTunes store, users can select the 

Medical category from a drop-down menu of options. Once 

there, they can select from any number of applications 

(called apps) that meet their needs, from infectious disease, 

to blood pressure, to human anatomy, just to name a few.13 

Many apps are free, others charge a nominal fee. There are 

even apps designed specifically for clinical trials. By using 

the search feature and typing in “clinical trials,” users can 

view a list of applications dedicated to this area that is useful 

to both volunteers and investigators alike. Apple has an app 

for searching cancer trials, one for searching Alzheimer’s 

trials, and even one that provides an overall guide to clinical 

trials. The Guide to Clinical Trials app is designed specifi-

cally for people interested in becoming research volunteers. 

This app, a guide compiled by The Center for Information 

and Study on Clinical Research Participation (CISCRP), 

gives potential participants insight regarding what is in-

volved.13 Within this app, there is a section dedicated to an-

swering questions such as what to expect or how to decide 

if participating is right for you.14 The guide also provides a 

glossary of terms so that the potential volunteer can get a 

deeper understanding of the trial. The Mobile App category 

offers an application that allows a potential subject or an 

investigator to search for a specific clinical trial in a thera-

peutic area of interest. The search taps into the National Li-

brary of Medicine and can look for studies being conducted 

all over the world.14

 For people who do not own an iPhone or portable laptop 

computer, social media sites containing relevant informa-

tion on participation in clinical trials can still be obtained by 

visiting a local library. Public libraries offer free computer 

time in which a potential volunteer can surf the web for in-

formation or access an SNS to participate in a conversation 

on health issues or clinical trials.

Ability to target a specific patient population. Through so-

cial media sites such as Facebook, a sponsor can establish 

an account that specifically targets the patient population 

they seek. For instance, if a pharmaceutical company is 

developing a cancer drug, it can set up an account dedicated 

to this therapeutic area. It can offer links to a variety of 

cancer websites such as The American Cancer Society’s 

page, www.cancer.org. The sponsor’s Facebook page can 

be further tailored to describe the upcoming trial, what is 

involved, and how a potential volunteer can learn more. 

Instant global reach. A tremendous advantage of incorpo-

rating social media into a recruitment strategy is the ability 

to instantly reach anyone around the globe who has access 

to the Internet.15 This is a change from the traditional meth-

ods of print media—such as a poster hanging in a clinic’s 

hallway or a brochure available in a doctor’s office—that 

were limited to particular physical locations. Recruitment 

via social media travels even beyond the boundaries of 

television, for a TV broadcast may only reach a limited geo-

graphic location.

 Interactive capabilities. Social media’s interactivity fur-

ther increases its benefits. It is one thing simply to read 

information; it is another to be able to interact and ask ques-

tions. Potential volunteers may be intrigued, but may have 

questions that go beyond the information provided on the 

site. They may wonder about their eligibility; whether they 

would need to travel; the possibility of pain or side effects; 

whether they need to stop taking current medications; or if 
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they could incur personal expenses. In this era of advanced 

communications technology, we have become accustomed 

to instant gratification: If people have questions, they do 

not want to wait long for an answer. Social media enables 

the research team to respond quickly so as not to lose a po-

tential volunteer’s interest. This lends crucial speed to the 

recruitment process. The sooner a sponsor can screen and 

enroll subjects, the greater the assurance that the site will 

meet their enrollment criteria so the trial can move forward. 

In addition, faster enrollment means more time and money 

will be saved in the long run, and the ability to get to market 

faster is greatly improved.

As noted above, historical methods were comprised 

mainly of non-interactive tactics, a one-way message from 

the sponsor to the potential volunteer. With the evolution of 

social media sites, the recruitment process has grown into 

an interactive platform that facilitates conversation with 

potential subjects; responses to inquiries; and gathering 

feedback on potential barriers to recruitment, thereby ad-

dressing such concerns early in the process with the aim of 

staying on target and meeting recruitment dates and mile-

stones. Social media offers greater personalization than the 

traditional media of TV and radio because people can now 

“belong” to an online community.

Challenges
Confidentiality concerns. Although the use of social media 

tools offers many options and opportunities to sponsors 

recruiting for a clinical trial, there are also challenges 

of which the team needs to be aware. As technology 

advances, more and more information is exchanged elec-

tronically, putting personal data at risk of hacking and 

confidentiality breaches—something we hear about all 

too often in the news. Advertising for volunteers with 

social media tools allows the potential subject to respond 

and provide information for screening purposes. This in-

formation will most likely contain data that is confidential 

in nature (e.g., disease state or date of birth—elements 

often outlined in the inclusion/exclusion criteria). The 

Health Insurance Portability and Accountability Act of 

1996 was enacted to help protect private health informa-

tion of patients.16 The risk of people hacking into a website 

is ever present; however, recruitment personnel can help 

reduce this risk by ensuring that they have the latest 

anti-virus software and watch over the site; a well-defined 

quality assurance process is an important part of main-

taining integrity and confidentiality.16 Even if the site is 

not compromised, there still is the chance that some of 

the material may be vague or misleading, causing poten-

tial volunteers to get a false impression of what participat-

ing may be like or the benefits they feel they will gain. 

Consequently, promises of cures and monetary gain are 

strictly forbidden.17

The possibility also exists for corruption, deceit, and im-

moral practices as well. Because of this concern, guidelines 

must be developed within the medical community in order 

to maintain high professional standards, adhere to ethical 

practices, and maintain confidentiality.18

Lack of clear FDA guidance. In order to protect patients 

and volunteer subjects, regulations governing clinical trials 

have continued to expand throughout history. However, the 

government has been slow to respond to the explosion of 

the Internet and social media sites. Some hearings have re-

viewed this issue in the hope of providing specific guidance 

to sponsors and investigators, but concrete information has 

not emerged.3 This lack of guidance is a source of frustra-

tion for sponsors and regulators alike who want to ensure 

patient safety.

Information overload. With the plethora of websites at 

our fingertips, it is easy to become overwhelmed with the 

amount of material in cyberspace, and one can quickly be-

come fatigued surfing the web. Enter a word or disease of 

interest into a search engine and a lengthy list of sites pop 

up. This swath of information can lead to frustration and 

confusion that might not have occurred in a traditional dis-

cussion between doctor and patient or with an easy-to-read 

brochure. When designing a social media patient recruit-

ment strategy, the team must keep in mind and create a 

method that is clear and user-friendly. Subjects should not 

have to guess at how to obtain more information or take the 

next steps to enroll.

Reaching populations without computer access. Social 

media is cutting edge and becoming ubiquitous in so-

ciety. However, it is not a useful tool if a volunteer does 

not have access to the technology that enables such 

tools. For instance, some elderly people may not have 

adapted to, or have a use for, a computer or cell phone. 

They may be more comfortable with the communication 

vehicles they grew up with, such as the landline phone, 

newspaper, or standard mail delivery. People who are 

impoverished and economically disadvantaged may not 

have the financial resources to invest in a computer or 

the ability to subscribe to a calling plan or purchase an 

iPhone. If these populations are required for the study, 

the recruitment team needs to include alternative meth-

ods in their approach.

The reality is that you may not get the necessary traffic 

to your particular website, Facebook page, or followers to 

your Twitter account. This growth takes time and may be 

achieved at a rate much slower than initially projected.

Historical methods were comprised 
mainly of non-interactive tactics, 
a one-way message from the 
sponsor to the potential volunteer.
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Incorporating social media in a recruitment strategy

Recruiting subjects can be fraught with challenges, and 

close to 86% of the trials held in the United States do not 

actually meet their enrollment goals within the contractual 

period established prior to the trial start.19 Making the de-

cision to incorporate social media into a recruitment plan 

needs to be done very early in the process. The research 

team or sponsor needs to identify the recruitment proce-

dures and approach, and then incorporate them in the writ-

ing of the protocol.17 

Ethical, legal, and regulatory considerations. Regardless of 

the strategy used to recruit patients, ethical and legal con-

siderations must always be adhered to. Each study has its 

own unique criteria for inclusion and exclusion of study sub-

jects or patients. Ethics dictate that the target population be 

evaluated to ensure that safety is of the highest priority, to 

determine if the population consists of adults or minors, and 

to figure out how to incorporate vulnerable populations or 

other groups requiring special consideration. 

Institutional review boards (IRBs) help protect the well-

being of every subject by providing an objective view of the 

research to be conducted.16 An investigator or sponsor may 

be very excited about a potential compound or device to 

be developed; therefore, it is critical to ensure that sound 

judgment is not eclipsed by passion and enthusiasm for the 

study. With the unlimited reach of social networking tools, 

the possibility of reaching vulnerable populations such as 

children, pregnant women, mentally challenged people, 

or folks who may be educationally or economically disad-

vantaged increases. It is critical to ensure that they do not 

fall victim to undue influence or any form of coercion.16 By 

reviewing the content to be used with the social media, an 

IRB can help maintain integrity and safety.

Protocol design. During the protocol design and writing 

stage of drug development, researchers must consider the 

inclusion and exclusion criteria of the subjects they will 

need for their product or device. They must also consider 

the logistics of how the patients will be recruited and the 

various methods to be enacted. Recruiting subjects for a 

trial goes hand-in-hand with the informed consent process.17 

This is the first step in providing information to potential 

subjects, so this process must be accurate and not mislead-

ing. The protocol needs to include a section that outlines the 

strategy for recruiting patients, who will be targeted, the 

methods that will be used to reach those subjects (e.g., tele-

vision, newspaper, etc.), and the rationale for those options.17 

Along with the protocol, the tools to be used in recruiting 

subjects should be included when submitting information to 

the IRB, ethics committee, or appropriate regulatory board 

for approval.17 

Standalone strategy or complement to other outreach tactics. 

Searching the Internet for health information has gained 

popularity over the years as more and more facilities and 

providers have come on board with such sites as WebMD 

or MedlinePlus. In an effort to educate people about the 

options available for their condition, pharmaceutical com-

panies are providing information about their products along 

with material pertinent to the disease their product treats. 

People getting their information from these sites are known 

as eHealth or ePharma consumers.20

Phase III trials command the largest number of pa-

tients in order to meet specific data requirements of the 

various regulating authorities. 21 With regard to secur-

ing a pre-determined statistically appropriate number of 

subjects, sponsors need to recruit above and beyond that 

level in order to accommodate dropouts, that is, subjects 

who do not complete the trial for various reasons (such as 

moving out of the area, death, diminished interest, etc.). 

A sponsor must consider how quickly they will need to 

recruit, the optimal geographic location that will enable 

the best potential recruitment, and the budget amount 

allocated for recruitment. These combined factors will 

help determine the tools used in recruitment. It is not un-

reasonable to consider using social media as a standalone 

tactic if there is a certain level of assurance that the tar-

geted population can be reached with this method. Given 

the advantages and disadvantages of social media, the 

sponsor will need to decide whether that approach alone 

will reach their intended audience.

Many combinations of options can work for any given 

trial, and social media tactics can be blended with tradi-

tional recruitment methods.22 A TV ad may direct someone 

to a Facebook page containing details on the trial or doc-

tors’ offices may display posters that depict the various 

iTunes icons for applications that can be downloaded to 

smartphones. Although scientific in nature, clinical trial 

recruitment can benefit from applying a business model ap-

proach. The concepts of building a brand, product and mar-

ket planning, sales strategy, and maintaining participation 

are at the core of the model.23 Social media is another tool 

that can aid with this model and approach.

 Therapeutic areas and social media. When considering 

whether social media will work for a particular trial, under-

standing the patient population and therapeutic area are 

key elements. Not only does the sponsor need to know the 

specifics of the disease and indication, but they need to be 

aware of how the disease may impact potential subjects’ 

lives. For example, if any patients have diabetes, will they 

be connected to sites that offer healthy alternative recipes? 

Will they be interested in exercises that can help them in 

their struggle? Where can they learn about other ways to 

manage their condition? Are there others out there fighting 

the same battle with whom they can share experiences? 

Once the sponsor identifies these elements, they can then 

tailor their social media accordingly so as to attract the 

proper audience for their trial.
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Future options of social media within clinical trials. So-

cial media has the potential not only to help recruitment 

tactics, but also to take a step further and support volun-

teers in the course of a trial, and even afterwards during 

follow-up. Once a sponsor has obtained the required 

number of subjects, it is critical not to lose participants 

during the study. Social media can help keep subjects mo-

tivated by posting reminders to their Facebook accounts, 

sending a text, or tweeting them at a particular point in 

time. Providing patient reminders will help keep subjects 

compliant with the treatment protocol. A simple text of 

“Hi Mr. Smith, don’t forget to eat something before tak-

ing your medication this morning” can be very beneficial. 

In turn, patients can provide feedback on how things are 

going, how they are feeling, or ask questions about un-

clear items. 

An advantage of using social media during a trial is that 

friends and family can join the patient’s online community 

and offer words of encouragement or support. They can 

post pictures to the patient’s Facebook page or upload a silly 

video offering comic relief. This capability is truly meaning-

ful if a patient is confined to a hospital setting and not per-

mitted outside visitors, a common scenario for first-in-man, 

Phase I trials. They can now “visit” with loved ones online, 

staying in touch with what is going on at home. 

Throughout the trial, social media can enable patients to 

obtain additional information or ask questions. For instance, 

they may need further clarification of the instruction “do 

not eat prior to taking the medication.” Does this mean im-

mediately prior, an hour before, or several hours? Although 

they may have already received the specifics at the start of 

the study, once they return home they may realize that their 

understanding is not as complete as they had thought it was. 

A unique circumstance could arise that may prompt a ques-

tion. For instance, a patient who had not planned to travel at 

all is suddenly required to take a trip for business.

Once treatment is complete, patients can post follow-up 

information on how they are feeling or any changes that 

may have occurred. They can even discuss the possibility of 

participating in future trials.

An advantage of using social media 
during a trial is that friends and 
family can offer the subject words 
of encouragement or support.
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Presentation of data

There are thousands of clinical trials taking place at any 

given time across the globe; in the United States alone, 

there are between 5,000 and 6,000 protocols responsible for 

conducting over 80,000 trials a year.19 According to the U.S. 

Food and Drug Administration, there are close to 4,000 ac-

tive investigational new drug applications at any given time.19

Demographics. The Internet is a powerful tool that offers 

a large pool of candidates. According to the Internet World 

Stats website, as of March 31, 2011 there were two billion 

Internet users. The latest data estimate that there are 

2,095,006,005, a number that is growing every day.24 There 

are 272,066,000 users in North America alone and another 

476,213,935 in Europe.24 

The Facebook user statistics show that there were 

710,728,720 users as of June 30, 2011; 167,999,540 in North 

America and another 208,907,040 in Europe.24 The Face-

book penetration rate is an astounding 48.4%, offering a 

tremendous universe of potential subjects; in Europe, the 

rate is 25.6%.24 English is the number one language used on 

the Internet with 565,004,126 users or 16.8% of the total lan-

guages. Chinese comes in second with 509,965,013 or 24.2% 

of the total.24

ePharma consumers are a rapidly growing segment 

of Internet users with over 100 million consumers as of 

2009.2 Advertisers are now shifting their focus to these 

consumers. The reward is that research teams have 

found online options to be as much as eight times lower 

in cost compared to traditional recruitment tactics of 

print media, TV, or radio.2 For example, the average cost 

per referral for a CNS study using a radio ad is $595 and 

a newspaper ad is $664; by comparison, an online ad is 

only $175.2

Conclusion
As competition for clinical trial subjects continues to in-

tensify, sponsors and investigators need to broaden their 

strategies for recruitment and retention. The advanced 

technology available today allows them to tap into a vari-

ety of social networking platforms. With increased use of 

these tools, sponsors will continue to get more creative 

and f ind ways to reach the necessary patients. Social 

media is an additional tool in the clinical research toolbox 

that allows for a cost-effective way of connecting to a large 

population. Sites can be tailored to each unique situa-

tion, and the research team can receive instant feedback. 
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However, with any valid strategy, the advantages and 

disadvantages must be clearly outlined and weighed. Only 

then can the research team move forward with a level of 

confidence that will allow them to attain their desired re-

cruitment goals.
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EVENT OVERVIEW:

In the highly collaborative clinical trials ecosystem, a huge portion of 

all internally- and externally-generated documentation needs to be 

securely exchanged and then quickly signed, before being submit-

ted to the regulatory authorities. By moving from slow, inefficient, 

and costly paper-based processes to an automated digital signature 

solution, clinical research organizations can significantly shorten  

processing times, enable secure electronic processes, and support 

compliance with even the strictest of regulations.
 

Join us to learn how digital signatures can:

n Expedite processes, increase efficiency and cut costs

n Ensure legal and regulatory compliance anywhere in the world

n Create secure electronic records that can be trusted  

by any organization

n Guarantee the authenticity of the record today and  

years into the future

Key Learning Objectives:

n How industry leaders use 

digital signatures to cut costs 

and ensure timely reporting 

by project managers, CRAs, 

and site personnel

n How to use digital signatures 

to ensure document security 

and compliance, as well 

as efficiently support FDA 

audits

n How eClinical portals can 

be enhanced with digital 

signatures used for signing 

regulatory packet (eTMF) 

documents

 

Who Should Attend:

n Clinical Operations Managers

n Clinical Research Associates, 

Project

n QA & Manufacturing 

Managers

n Compliance Officers

n IT professionals

LIVE WEBCAST: Tuesday, November 13, 2012 at 11:00AM EST

Register Free at www.appliedclinicaltrialsonline.com/digitalsignatures

Presenter:

Rodd Schlerf

Life Sciences Market Manager

ARX

 

Moderator:

Lisa Henderson

Editor-in-Chief

Applied Clinical Trials

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

Presented by Sponsored by
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People
 ◗ Quanticate, (London, 

UK and Cambridge, MA) 

a global data-focused clini-

cal research organization, 

announced the addition of 

Sally du Toit as Vice Presi-

dent of Pharmacovigilance 

and Chris Cramer as Vice 

President of Clinical Data 

Management to their man-

agement team.

 ◗ SAFe-Biopharma (Fort 

Lee, NJ) named peter 

Alterman, PhD, Chief 

Operating Officer of SAFE-

BioPharma Association, the 

strategic, non-profit collabo-

ration responsible for the 

global digital identity and 

digital signature standard 

used in the life science and 

healthcare sectors. 

 ◗ iMArC research, 

(Cleveland, OH) a clinical 

monitoring firm, announced 

the addition of seven new 

clinical research associates 

and one member of its busi-

ness staff. The seven new 

CRAs are: Mary l. lewis, 

BS, MT-ASCP; Virginia A. 

Mina, RN, CCDS, CEPS; 

Janet M. Gagnon-Yerkie, 

LVT, LAT, MBA; Tani Mar-

tin, RN, BSN, CCRC; Marcy 

B. McClain, MHA; rachel 

Silver, BSE; and Shawn 

Kennedy, MA. IMARC also 

announced the appointment 

of Christopher roach to its 

business department.

 ◗ OmniComm Systems, 

inc. (Fort Lauderdale, FL) 

announced Thomas Vick-

ers has been appointed 

Chief Financial Officer. 

Vickers was Vice President 

of Finance for the company 

and joined OmniComm in 

October 2011.

 ◗ Ariana pharma, (Paris, 

France and Cambridge, 

MA) a provider of non-

statistical clinical data 

analysis technology across 

life science industries in-

cluding FDA, announced 

that it has appointed Mari-

ana Kuras, PhD, as Chief 

Technology Officer.

 ◗ Clinical research Ad-

vantage (CrA), (Tempe, 

AZ) an integrated site net-

work in the clinical trials 

industry, announced the 

addition of Joanne Mash-

burn as Vice President of 

Quality Assurance. Mash-

burn will be responsible for 

the overall planning and 

implementation of quality 

assurance initiatives within 

CRA’s 34 clinical research 

sites in Arizona, California, 

Colorado, Indiana, Iowa, 

Nebraska, and Nevada.

 ◗ Y-prime Technologies, 

llC, (Malvern, PA) an 

eClinical products and 

life sciences consulting 

services company, has 

expanded its international 

operations in Europe and 

has named Jeanette Anne 

Greef as Senior Business 

Analyst in the UK office.

 ◗ inC research (Raleigh, 

NC) appointed neil Fer-

guson as Executive Vice 

President, Business De-

velopment. He has global 

responsibility for the compa-

ny’s business development, 

marketing, proposals, and 

strategic alliance develop-

ment, providing strategic 

leadership to drive the com-

pany’s growth plans.

 ◗ Clinical Trial and Con-

sulting Services (Cincin-

nati, OH) announced the 

hiring of Kathryn Weksel-

man, PhD, RN, as Director, 

Regulatory and Scientific 

Affairs, and Tammy dan-

drea, BS, PA, as Assistant 

Director, Medical and Sci-

entific Affairs.

 ◗ CGirB (Research 

Triangle Park, NC) an-

nounced the promotion of 

dawn pope to Chief Op-

erating Officer. In her new 

position, Pope will provide 

leadership and direction 

for the overall operations 

of the company, planning 

and coordinating the devel-

opment of strategic objec-

tives and goals.

Alliances
•	BioClinica, inc. (New-

town, PA) announced that 

luitpold pharmaceuti-

cals, a company in the de-

velopment and marketing of 

drugs and medical devices, 

will use BioClinica’s express 

electronic data capture sys-

tem for multiple upcoming 

clinical trials.

•	The Clinical data in-

terchange Standards 

Consortium and Critical 

path institute (Austin, 

TX) announced the launch 

of the Coalition For Ac-

celerating Standards 

and Therapies (CFAST), 

a follow-up to the partner-

ship agreement signed 

earlier this year.

•	iMS Health (Parsippany, 

NJ) has signed a collabora-

tion agreement with Health 

intelligence Company 

llC (HiC), which oper-

ates as Blue Health Intel-

ligence, to leverage HIC’s 

secure healthcare claims 

database in IMS solutions, 

enabling biopharmaceutical 

Joanne Mashburn Dawn PopeNeil Ferguson

BusiNess aND PeoPle uPDate
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For questions, contact Kristen Farrell 

at kfarrell@advanstar.com

Key Learning Objectives:

n Understand the issues that 

face traditionally designed 

oncology trials including long 

timelines, high failure rates and 

large costs.

n Identify the advantages of 

adaptive trial design and how 

they relate to oncology trials, 

specifically with regard to early 

decision making, confident 

outcomes and regulatory 

acceptability.

n Understand how the 

advantages of adaptive trial 

design in oncology benefits not 

only the drug development

EVENT OVERVIEW:

This webinar will analyze the incorporation of adaptive trial design in oncol-

ogy trials, assessing the early decision making benefits that are critical to 

the decreasing drug development time and providing increased benefit to 

patients.  Adaptive trial design is critical in all phases of oncology drug devel-

opment and helps overcome many of the hurdles of traditional study design. 

 

Join PPD’s Dirk Reitsma , M.D., Vice President, Global Product Development 

and Niklas Morton, Vice President, Global Biostatistics and Programming for 

an engaging and thought provoking look at the next generation of oncology 

clinical research.  They will be joined by Scott Berry, Ph.D., President and Senior 

Statistical Scientist with Berry Consultants to discuss the statistical component 

of adaptive trial design and how it can benefit clinical trials.

Overview of main topics:

n Learn how the challenges of traditional trial design will impact oncology 

trials and how adaptive trial design will help mitigate many of these issues, 

leading to more timely and effective research in this field

n Why Bayesian statistics plays a critical role in adaptive trial design

n How adaptive trial design can be incorporated in all phases of oncology 

research from design hurdles in phase I studies to overcoming high failure 

rates of phase III trials

n Learn how the early decision making benefits of adaptive trial design can 

lead to a faster go/no-go conclusion to save time and decrease costs

Who Should Attend:

Pharmaceutical and biotech decision makers and operations leaders, director 

level and above

Presenters

Dirk Reitsma, M.D.

Vice President, Global 

Product Development

PPD, Inc.

Niklas Morton 

Vice President, Global 

Biostatistics and 

Programming  

PPD, Inc. 

Scott Berry, Ph.D.

President and Senior 

Statistical Scientist

Berry Consultants

Moderator

Lisa Henderson

Editor-in-Chief
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Community

organizations to advance 

the delivery of high-quality, 

cost-efficient care.

•	BioClinica inc. (New-

town, PA) announced that 

isis pharmaceuticals 

will expand its current use 

of BioClinica’s Express 

Electronic Data Capture 

solution to several upcom-

ing trials.

•	OmniComm Systems, 

inc. (Fort Lauderdale, FL) 

announced a new enterprise 

agreement with the Consor-

tium of rheumatology re-

searchers of north Amer-

ica, inc. (COrrOnA) for 

the use of OmniComm’s 

TrialMaster Suite® of eClini-

cal applications for all COR-

RONA registry studies.

•	Comprehensive Clinical 

development (Miramar, 

FL) announced its recent 

designation as a Quintiles 

Prime Site, a distinction 

that gives Comprehensive 

an enhanced role in global 

clinical research and test-

ing of new and more effec-

tive medicines.

•	Y-prime llC, (Malvern, 

PA) an enterprise consult-

ing and eClinical products 

company, has established a 

systems integration partner-

ship with Veeva Systems, a 

provider of cloud-based busi-

ness solutions for the global 

life sciences industry.

•	nextrials, inc. (San 

Ramon and Los Altos, CA) 

announced a partnership with 

inClin, a specialized clinical 

research organization con-

ducting Phase I-IV studies for 

the pharmaceutical, biotech-

nology, and medical device 

industries. With this partner-

ship, researchers can take 

advantage of each company’s 

strengths by linking Nextri-

als’ Prism®, a clinical trial data 

management platform, with 

InClin’s services to accelerate 

study starts and lower drug 

development costs. 

 

Awards
•	Clinical research 

Management, (Hinckley, 

OH) a full-service contract 

research organization pro-

viding services for basic 

and applied research, clini-

cal trials, and regulatory 

support, was awarded the 

prestigious NorthCoast 

99 award for building and 

maintaining a great place 

to work in Northeast Ohio.

•	OmniComm Systems, 

inc. (Fort Lauderdale, 

FL) announced that its 

TrialMaster Study Data 

Tabulation Model Export 

Utility has been chosen by 

the Society of Clinical Data 

Management as a finalist 

for its 2012 Data Driven In-

novation Award.

•	Clinical ink (Winston-

Salem, NC) announced that 

their eSource solution, Sure-

Source, was recognized by 

The Society of Clinical Data 

Management as the winner 

of the 2012 Data Driven In-

novation Award. 

 

Company News
•	Clinical Site Services 

(CSS), (Glen Burnie, MD) 

a company in patient en-

rollment solutions for the 

clinical research industry, 

announced the launch of its 

redesigned website www.

ClinicalSiteServices.com. 

The new website aims to 

provide details for spon-

sor companies, CROs, and 

investigative sites who are 

seeking data on CSS’s of-

ferings and experience, 

including case studies, a 

creative portfolio, and a 

summary of services.

•	Theorum Clinical re-

search (King of Prussia, 

PA) released a site-level 

reference booklet that 

highlights qualifications, 

regulatory/EC, informed 

consent process, CIP com-

pliance, resources, train-

ing, device accountability, 

documentation, and safety 

reporting for clinical re-

search sites.

•	Quintiles (Research Tri-

angle Park, NC) ranks sixth 

in this year’s Information-

Week 500, a list of the top 

technology innovators in the 

United States. The driving 

factor behind this year’s In-

formationWeek 500 ranking 

was Quintiles’ collaboration 

with Eli Lilly on an IT-en-

abled project to re-engineer 

the way clinical trials are 

planned and designed.

•	Celerion (Lincoln, NE) 

announced that it has been 

awarded full accredita-

tion by the Association for 

the Accreditation Human 

Research Protection Pro-

grams (AAHRPP). Cele-

rion’s clinical facilities in 

Lincoln, NE; Neptune, NJ; 

and Phoenix, AZ, achieved 

this milestone.

•	Vetter (Chicago, IL and 

Ravensburg, Germany) 

reported that its Develop-

ment Service doubled its 

revenues over the last five 

years, due to increased cus-

tomer demand for support 

on complex biologics.  

 

New Facilities
•	Theorum Clinical re-

search (King of Prussia, 

PA) has relocated its head-

quarters 1.5 miles from 

the original site in King of 

Prussia, PA, where the com-

pany has been located for 

the past 10 years. The new 

location will provide staff a 

spacious work environment 

and enhance the company’s 

flexibility and capabilities 

to provide clinical research 

and development services 

for its clients. 

 

New Products
•	erT, (Philadelphia, PA) 

a global provider of health 

outcomes, announced the 

launch of a clinical research 

workflow technology de-

signed to streamline data 

collection, analysis, and 

processing in clinical trials. 

The new offering, which 

comprises the EXPERT3 

workflow platform and 

MyStudyPortal3 reporting 

engine, can simultaneously 

process health outcomes 

data across cardiac safety, 

clinical outcome assess-

ment (COA/ePRO), and 

respiratory studies.

•	Critical path institute 

and CdiSC (Tucson, AZ) 

announced the availability 

of a new tool to help com-

bat tuberculosis (TB)—a 

persistent disease result-

ing in 1.7 million deaths 

globally each year. The 

new tool—a standardized 

way to report research 

data—is critical for advanc-

ing new TB drug regimens.

•	Janssen Scientific Af-

fairs llC (Titusville, NJ) 

announced the launch of 

JanssenMD, a new sci-

entific resource for US 

healthcare professionals 

seeking instant access to 

current information about 

Janssen products marketed 

in the United States.
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Standard of Care in Study BudgetingSurvey reveals industry practices 

surrounding standard of care and 

insurance claims data.

Harold e. Glass

P
harmaceutical executives readily acknowledge that 

their industry faces a number of broad challenges, 

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

veloping new drugs and a weak public image.1 Both 

issues intersect in one area of drug development: 

clinical grants. Based upon an industry survey of people 

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

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

article argues that cost management and fair market value 

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

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

developing new drugs. These rapidly increasing costs have 

been extensively documented and analyzed, 2 and the re-

search suggests that clinical trials are the largest single area 

of R&D operating expenses, with clinical investigator grants 

representing the bulk of these costs. Many drug develop-

ment managers appreciate the need to control clinical trial 

costs. One important, if underappreciated, approach involves 

avoiding double payments for activities that would be nor-

mally covered by third-party payers (including Medicare and 

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

that any patient would receive at that clinical research site, 

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

sites are ethically prohibited from enrolling a patient in a 

clinical trial if that patient would not otherwise be treated 

for the illness being studied, many of these patients would 

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

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

can be particularly dif f icult when studies involve mul-

tiple countries. At one end of the health continuum some 

countries are moving toward national medical 

treatment protocols—the UK’s National Health 

Service is one example. While health care in 

many countries has one dominant payer, few 

countries have just one agency delivering almost 

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

sharp contrast, the United States has multiple 

payers and health care delivery organizations. 

Such differences challenge clinical development 

teams as they seek to establish medical standard 

of care guidelines for clinical trial grant pay-

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

to establish what constitutes standard of care 

through the payment practices of third-party 

payers.
A second pharmaceutical industry challenge is 

the changing relationship with physicians. After 

intense scrutiny from both within and outside 

the industry, pharmaceutical companies have 

now developed more stringent guidelines about 

what they can give to prescribing doctors. For 

instance, new guidelines prohibit gifts of any sort, 

restrict meals to those associated with actual 

medical education, and prohibit industry em-

ployees from giving any other objects to medical 

professionals.  Some pharmaceutical industry observers are 

also concerned about the financial relationship be-

tween investigators participating in clinical trials 

and the companies sponsoring the trials. These 

observers have questioned whether the grant 

amount for a clinical trial reflects payment only for 

work performed or whether the payment might be 

an attempt to influence investigator behavior. In 

these instances, the foremost concern is whether 

investigators are being paid at fair market rates or 

at inflated rates that might influence their behav-

ior.3 While some published research links relative 

grant payment levels with subsequent investigator 
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A Closing Thought

Clinical trials in children had a bad 

reputation. This has changed. The need to 

test new treatments is generally accepted; 

strong safeguards protect children’s 

rights in research. Diseases that were a 

death sentence decades ago are chronic 

conditions today in adults and children 

(e.g., cystic fibrosis (CF) or insulin-

dependent diabetes). Children with CF 

died young half a century ago; today their 

life expectancy is >40 years. Almost 90 

percent of children with acute lymphatic 

leukemia (ALL) survive, but 10 percent 

don’t. Survivors and non-survivors often 

go through two or more rounds of che-

motherapy, a nightmare for patient and 

family. We need a breakthrough here. It 

will come. Are therapeutic breakthroughs 

achieved through pediatric legislation? 

No. Pediatric legislation promotes gradual 

improvements: earlier availability of new 

adult drugs, better dose calculation, and 

improved drug safety. Breakthroughs 

come from a mixture of science, dedica-

tion, and the market. Without entrepre-

neurs there are no new drugs. Human cu-

riosity and science continuously challenge 

our traditional understanding. To reach 

patients, new inventions must reach the 

market. Companies do that, not academia. 

The medical market needs control to pro-

tect patients. Control should be balanced 

and not discourage innovation. US legisla-

tion balances mandatory requirements and 

incentives. EU emphasis is on mandatory 

requirements. The European Medicines 

Agency (EMA) will not register a new 

drug without a pediatric investigation plan 

(PIP) agreed with its pediatric committee 

(PDCO). PIPs should be submitted end of 

Phase I; their negotiation takes almost a 

year. The EU PIP procedure keeps many 

people busy: 66 PDCO members, 30 EMA 

pediatric coordinators and administrators; 

employees of 27 EU authorities; and people 

in industry, CROs, and consultancies. Even 

companies that develop drugs specifically 

for children must negotiate a PIP. The EU 

legislation originated in good intention; 

run by a bureaucracy with much power and 

little control, it starts to affect drug devel-

opment. Companies will avoid therapeutic 

areas with extreme PDCO requests. Even 

the EU ombudsman criticizes EMA/PDCO 

for lack of transparency. 

Drug development is expensive. Frequent 

diseases are more and more treated by 

generics; research-based pharmaceutical 

industry is increasingly targeting rare dis-

eases. FDASIA mandates a conference to ac-

celerate development of products for pediat-

ric rare diseases. The debate how to balance 

costs and how to prioritize will intensify. 

The more the societal framework allows 

the energy of parents, scientists, entre-

preneurs, and clinicians to translate into 

new treatments, the faster breakthroughs 

will happen. Vision is a first step; there are 

many more steps until a new treatment 

reaches the market. It may begin with 

rocket science and/or common sense: a 

new receptor/antibody, a novel delivery 

device, a way to make research more 

child-friendly. We need a framework that 

facilitates, promotes, and rewards basic 

and applied research for adults and chil-

dren. Blind trust into industry or academia 

or unlimited power to bureaucrats is not 

the right path. All institutions have hidden 

agendas. The debate will continue; at least 

we agree about the aim: better medicines, 

and children should benefit. ❏

P
ediatric legislation aims at letting children benefit more from 

pharmaceutical progress. The United States re-authorized it recently 

as FDASIA (FDA Safety & Innovation Act), the European Union one 

is in force since 2007. Drug developers have no choice anymore: they 

must consider children. Who could be against this?

A framework is needed 
to facilitate, promote, 
and reward basic and 
applied research for 
adults and children. 

Klaus Rose

Managing Director  
klausrose Consulting  
E-mail: klaus.rose@klausrose.net 

Pediatric Drug Development 
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