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webcast series

57%Social Marketing:

0%Hardware/software:

29%Outsourcing:

0%Meetings/Education:

14%Budgets have decreased:

Help with Performance Metrics
Applied Clinical Trials starts 

the New Year Webcast sea-

son off later this month with 

Oracle’s “Improving Clinical 

Decision-Marking through 

Integrated Performance 

Management.”

Jonathan Palmer, Product 

Strategy Director, Clinical Insight & Intelligence at 

Oracle, will offer techniques to identify good and 

bad metrics; solutions to gathering appropriate 

information and help with publishing the result-

ing analysis.

Go to appliedclinicaltrialsonline.com home 

page and register under Webcasts.

eNewsletters Update
The Applied Clinical Trials eNewsletters are electronically delivered 

to your mailbox each month—sometimes twice a month! This year, 

we have added Oncology Trials Update and Cardiac Safety Update 

enewsletters, and we have changed the name of our EDC News to 

eClinical News to move forward with industry’s adoption of broader 

eClinical software and processes.

Oncology Trials Update Emailed on February 4, Oncology 

Trials Update included links to the latest clinical trials results in 

oncology, news developments from CROs and sponsors, research 

updates, and more. 

CRO News CRO News includes the latest business news from 

CROs, as well as links to key topics or articles of interest. Look for 

it in your inbox February 18.

eClinical News The name has changed, but eClinical News fea-

tures the latest business and product news from the service provid-

ers in the eClinical space. In addition, links to the latest articles that 

have appeared online at our Web site regarding all things eClinical, 

including CTMS, ePRO, IVRS, and more. 

The next issue emails March 18. 

Where are the Budgets Going in 2010?
Based on an informal survey on our Web site, social marketing and 

outsourcing are getting the most money for companies these days. We 

asked, “Where have your budgets increased in 2010?” Not surprisingly, 

meeting and education budgets have not increased. Look for more articles 

on our Web site about social media this year. 

Phase News
New to our Web site are the 

latest clinical trials results and study 

announcements. These are available 

under Phase News and are an RSS 

feed from PR Newswire.

We are excited to offer this service on 

our Web site as a one-stop resource for 

clinical study information. Please note 

that we are not an ICMJE-affiliated 

journal, and as such take no responsi-

bility for the finan-

cial or disclosure 

issues of investiga-

tors or the compa-

nies from which 

these releases hail.

8    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com February 2010





EDITORIAL ADVISORY BOARD

CLINICAL TRIALS
APPLIED

CLINICAL TRIALS
APPLIED

Aaron F. Bartlone, MS
Vice President
& Head of Global Quality
UCB
Brussels, Belgium

Maarten Beekman, MD
Vice President
Clinical Development
NicOX S.A.
Sophia Antipolis, France

Paul Bleicher, MD, PhD
Chief Medical Officer
Health Insight Technologies
Cambridge, MA

Timothy Callahan, PhD
Chief Scientific Officer
Biomedical Systems
Saint Louis, MO

Jo Collier, MBChB, FFPM
Medical Director
Clinical Science and 
Pharmacokinetics
Quotient Clinical
Nottingham, UK

Francis P. Crawley
Executive Director
Good Clinical Practice
Alliance–Europe
Kessel-Lo, Belgium

Domenico Criscuolo, MD, FPPM
Chief Executive Officer
Genovax
Colleretto Giacosa, Italy

Edward Stewart Geary, MD
Vice President
& Global Safety Officer
Eisai Co., Ltd.
Tokyo, Japan

Uwe Gudat, MD
Medical Director
Office of the 
Chief Medical Officer
Merck Serono
Geneva, Switzerland

Felix Khin-Maung-Gyi
PharmD, MBA, CIP
Chief Executive Officer
Chesapeake Research Review, Inc.
Columbia, MD

Michael R. Hamrell, PhD, RAC
President
MORIAH Consultants
Yorba Linda, CA

Erica J. Heath, CIP
President
Independent Review Consulting
San Anselmo, CA

Tim M. Jaeger, MD, PhD, MBA
Head of Commercial Operations 
EMEA & LATAM
Swisslab LIS Solutions
Roche Diagnostics Ltd./
Swisslab GmbH
Berlin, Germany

Brian J. Koziol, PhD
Director, Project Management
& Strategic Operations
Amgen Inc.
Thousand Oaks, CA

Patricia E. Koziol, PhD
President
PEK Associates, Inc.
Holmdel, NJ

Jeffrey S. Litwin, MD
Executive Vice President 
& Chief Medical Officer
eResearch Technology
Philadelphia, PA

Somesh Nigam, PhD
Vice President
Healthcare Informatics
Medical Devices & Diagnostics
Johnson & Johnson
New Brunswick, NJ

Timothy Pratt, PhD, MBA
Principal
CRUCIAL 
Clinical/Business Consultants
Minneapolis, MN

Stanley C. Rogers
Executive Vice President
SMHW Associates, LLC
Lawrenceville, NJ

Richard Rubin, MD
Director
The Vermont Clinical 
Study Center
Burlington, VT

Stephen Senn, PhD
Chair
Department of Statistics
The University of Glasgow
Glasgow, UK

Johanna Schenk, MD, FFPM
Senior Partner
& Managing Director
PharmaProjekthaus 
GmbH & Co. KG
Frankfurt, Germany

Albert J. Siemens, PhD
Chairman
Novella Clinical Inc.
Research Triangle Park, NC

Thomas Sudhop, MD
Director and Professor
Federal Institute for Drugs
and Medical Devices
Bonn, Germany

John R. Vogel, PhD
Drug Development Consultant
John R. Vogel Associates, Inc.
Kihei, HI

Glen de Vries
President 
Medidata Solutions Worldwide
New York, NY

Pamela Wulff, CCRP
Site Director
Daystar Clinical Research, Inc.
Akron, OH

The expertise of Editorial Advisory Board members is essential to the 

credibility and integrity of Applied Clinical Trials. These clinical trials experts 

share with the editors the wisdom gained through their experience in many 

areas of drug development. EAB members review manuscripts, suggest top-

ics for coverage, and advise the editors on industry issues. All manuscripts 

must first be submitted to the Editor-in-Chief, Applied Clinical Trials, 485 

Route 1 South, Building F, First Floor, Iselin, NJ 08830 USA.

10    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com February 2010





12    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com February 2010

Lisa Henderson

Editor-in-Chief

email: lhenderson@advanstar.com

www.appliedclinicaltrialsonline.com

From the Editor

Both the articles point to the need 

for conducting trials specific to 

children. Because children are not 

little adults. Extrapolating information 

off-label solely based on body weight 

or body surface area doesn’t account 

for their unique response be it 

developmental differences, physiologic 

differences, psychological differences 

or hormonal differences.

In the EUCROF PWG article, their 

survey indicated that the primary 

difficulties in conducting research 

in pediatric subjects were protocol 

development and practical issues. 

Specifically, sampling frequency, 

invasiveness, and parental consent 

were listed. In addition, 77% of the 

respondents felt the availability of 

information about pediatric clinical 

trials was insufficient. And 67% of 

the respondents would prefer that 

additional information be made 

available on the Web.

In October, while searching the 

net I had randomly found a Web site 

dedicated to informing the public 

about clinical trials. This National 

Heart, Lung and Blood Institute 

(NHLBI) Web site had been active a 

little over one year, and had already 

received 75,000 visitors. I wrote about 

it in my late October blog, Helping 

Families Decide for Their Children.

Vicki Pemberton, RNC, MS, CCRC, 

Clinical Trials Specialist at the NHLBI, 

explained the basis of the Web site: 

to address the concerns people 

may have about clinical research in 

children and to find answers.

The Web site includes videos from 

parents and children about their 

experiences in clinical trials. It is 

appropriate as a worldwide resource, 

not just for NIH-funded studies.

In the fall, I also interviewed Peter 

Joiner, CEO of Madeira Therapeutics, 

for a podcast about conducting 

obesity clinical trials in children. In 

the interview, which you can listen to 

at http://appliedclinicaltrialsonline.

findpharma.com/joiner, Joiner 

discusses why we need drug trials in 

pediatric patients, as well as provides 

advice to sites on how to successfully 

address both the child and parental 

concerns in being in a trial, applicable 

to any therapeutic area.

If children were just little adults, 

they wouldn’t be called children. 

And you wouldn’t have to tell them 

10 times a day to do the same thing. 

Or remind them 60 times a week that 

you all have to be out the door at 7:55 

am. They would have the capacity to 

understand. But they don’t. They are 

children. And we’re the adults. It’s 

time to treat them like children. 

T
his month, as well as last, we have peer-review articles about 

the global pediatric trial landscape. Last month’s article from 

Philippa Smit-Marshall, MD, Vice President Medical Affairs at 

PharmaNet in The Netherlands, provided an update on the global 

initiatives addressing this population. This month, we include a 

feature from the members of the European CRO Federation’s 

(EUCROF) Pediatric Working Group (PWG) detailing a Europe-

specific (plus Russia and Ukraine) survey regarding the status, needs, 

and challenges of conducting pediatric research. And Agnes St. 

Raymond, Head of Sector Special Areas at the EMEA, offers her 

thoughts on new pediatric regulation in the Closing Thought.

Addressing 
the research 
requirements for 
the smallest of the 
small, not little 
adults but children. 

Pediatric Trials Still Needed
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Letters to the Editor

Send your Letters to the Editor to 

lhenderson@advanstar.com.

Given all the laws and 

guidelines in this area, I 

suspect that the majority of 

pharmaceutical companies 

and their investigators 

involved in research in 

patients lacking capacity 

to consent do believe 

that there is clear-cut 

law in place to support 

this research. I am not 

convinced that this is so. 

However, it is reassuring 

that only specified Ethics 

Committees are allowed 

to consider the approval of 

such clinical studies.

Jane Barrett, MBBS, LLM

Principal, Barrett Consultancy, 

Gawsworth, UK, and Consultant 

Medical Adviser and Director, 

MedicoLegal Investigations

nonsense in the context 

of equipoise: One cannot 

know in advance if there 

will be benefit or not. The 

UK Regulations give no 

guidance on the assessment 

of capacity nor do they 

define how this requirement 

for consent can be met.

It was widely assumed 

that the Mental Capacity 

Act 2005 (MCA) would 

clarify this matter, but the 

Act itself states that it does 

not apply to research using 

investigational medicinal 

products as defined by 

the Directive. This turns 

the researcher back to the 

Clinical Trials Directive 

itself for guidance.

The MCA allows for 

carers (defined as those 

“interested in patient’s 

welfare”) to be consulted. 

The carer is not the same as 

a “legal representative,” and 

so this consultation would 

not meet the requirement 

for consent to be given by 

another even if the Act 

did cover research with 

medicinal products. 

The Declaration of 

Helsinki states that to recruit 

a research subject who is 

incompetent, the physician 

must seek informed consent 

from the legally authorized 

representative. Note yet 

another definition.

Incompetent subjects 

must not be included in a 

study without likelihood of 

benefit for them “unless it 

is intended to promote the 

health of the population 

represented” by those 

subjects. Again, “legally 

authorized representative” 

is not defined in law in 

this context, although the 

Declaration does have the 

weight of law in the UK.

Drug Success Rates 
Remain Low
It now costs more than $1 billion 

and takes more than seven years, 

on average, to conduct clinical 

trials and win regulatory approval 

to market a new drug. Not only 

are development costs high and 

rising steadily, but also only one 

out of every six self-originated 

drugs developed successfully 

completes clinical testing and 

obtains marketing approval.

This 16% overall success 

rate—gleaned from the portfo-

lios of the top 50 largest global 

pharmaceutical companies—has 

remained relatively constant 

despite efforts on the part of 

sponsors to improve the overall 

quality, predictability, and scope 

of their clinical research data. 

Although overall success rates 

Research in Adults 
Unable to Give Consent
I wonder if other readers 

have noticed the apparent 

anomalies involved in 

research in the UK in adults 

unable to give consent.

There are two laws and 

several guidelines relating 

to the topic, but consistency 

and clarity of definition 

are lacking. The European 

Clinical Trials Directive 

2001 as implemented 

in UK law states that a 

“legal representative” can 

give consent for research 

(without clearly defining the 

term), and that there must 

be “grounds for expecting 

that administering the 

medicinal product to be 

tested in the trial will 

produce a benefit to the 

subject outweighing the 

risks or produce no risk 

at all.” Which of course is 

have not changed substantially 

during the past decade, some 

trends in phase transition prob-

abilities have been observed: 

Clinical transition probabilities 

between Phase I and Phase 

II and  between Phase II and 

Phase III have gotten lower, sug-

gesting that drug sponsors are 

becoming more aggressive about 

terminating unpromising candi-

dates, enabling them to redirect 

Correction

In the Business & People Section 

on page 48 of the January 2010 

issue, please note the recipient 

of the 2009 American Medical 

Writers Association’s Harold 

Swanberg Distinguished Service 

Award was Art Gertel, Vice 

President Strategic Regulatory 

Consulting, Medical Writing, 

and QA, Beardsworth Consulting 

Group (Flemington, NJ). We 

named the company and not Mr. 

Gertel’s individual achievement.

increasingly scarce R&D resources 

to more promising drug develop-

ment programs.—Tufts Center 

for Drug Development, 

http://csdd.tufts.edu.

0%

50%

100%

60%

39%

64%

85%

16%

Phase I to II Phase II to III Phase III to
Submission

Submission to
Approval

OVERALL
(Phase I to
Approval)

Transition probabilities between phases of drug 
development (1993–2003).

Source: Tufts CSDD Outlook 2010 Report.

New Drug Development Still Risky
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Phase News

Phase II
Arena Pharmaceuticals, Inc., 

announced Merck’s decision to 

discontinue development and 

its collaboration with Arena for 

its MK-1903, an investigational 

niacin receptor agonist to treat 

atherosclerosis. The decision 

was made for MK-1903 following 

evaluation of the results of a 

recently completed Phase IIa 

clinical trial to evaluate the safety, 

tolerability, and potential efficacy 

in patients with dyslipidemia, 

in which the elevation of HDL 

cholesterol relative to placebo did 

not meet the trial’s prespecified 

primary objective for efficacy. The 

clinicaltrials.gov identifier for this 

trial is NCT00847197.

VIA Pharmaceuticals completed 

the last patient visit in its Phase II 

clinical trial of its compound VIA-

2291 on reducing inflammation in 

carotid plaque in treated patients. 

Patients were enrolled following an 

acute coronary syndrome event, 

such as heart attack or stroke, 

into the 24-week, randomized, 

double blind, placebo-controlled 

study. Data analysis is expected 

to be available in early 2010. 

Clinicaltrials.gov identifier is 

NCT00552188.

NDAs/Fast Track 
Designations

AstraZeneca filed its NDA for 

ticagrelor, an investigational oral 

antiplatelet treatment for the 

reduction of major adverse cardiac 

events in patients with acute 

coronary syndrome (ACS). The 

proposed trade name for ticagrelor 

is BRILINTA, pending approval 

from the FDA. Ticagrelor is the 

first reversibly binding oral P2Y12 

adenosine diphosphate (ADP) 

receptor antagonist. ADP receptor 

•

•

•

antagonists inhibit the action of 

platelets in the blood to prevent 

platelets from sticking together, 

thereby reducing recurrent 

thrombotic events. Part of the 

data used in the submission is 

from its Phase III study (A Study 

of Platelet Inhibition and Patient 

Outcomes), completed last April 

with a clinicaltrials.gov identifier 

NCT00391872.

In early October, Corthera 

announced its investigational drug 

relaxin for the treatment of acute 

heart failure was granted Fast 

Track designation based on positive 

results of its Phase II study. The 

company was promptly acquired in 

late December by Novartis, which 

assumed full responsibility for the 

development and commercialization 

of relaxin, with U.S. and European 

regulatory submissions planned for 

2013. Clinicaltrials.gov identifier is 

NCT00520806. 

Business News
Amaric Corporation (San 

Francisco) announced first patients 

were enrolled it its MARINE 

and ANCHOR Phase III trials for 

AMR101, its lead candidate being 

studied for lowering triglyceride 

levels in patients with very high 

triglycerides and those with mixed 

dyslipidemia being treated with 

statins. The MARINE study will 

recruit 240 patients globally, while 

the ANCHOR study will recruit 

640 patients in U.S. sites. The 

clinicaltrials.gov identifier for the 

ANCHOR study is NCT01047501; 

and NCT01047683 for the MARINE 

study, which apparently is being 

managed by Medpace according to 

the clinicaltrials.gov information.

Perceptive Informatics has added 

nuclear imaging technology from 

Hermes Medical Solutions and 

•

•

•

INVIA with the goal of expanding 

its capabilities in cardiology trials. 

Specifically, by incorporating 

components of each company’s 

products, it will enhance the 

electronic processing, review, 

analysis, reporting, and archiving of 

images for cardiology trials.

Mount Sinai Medical Center in 

Miami Beach, FL, and New York’s 

Columbia University Medical 

Center have partnered and 

announced the Mount Sinai Heart 

Institute based in South Florida. 

The goals of the partnership are 

to share knowledge, technology, 

and experience for better patient 

care; availability of innovative 

research protocols, including new 

cardiac devices and therapies that 

will increase patient treatment 

options; and coordinated access to 

physicians and surgeons at 

the facilities.

Researchers at the Saint Luke’s 

Mid America Heart Institute 

in Kansas City, MO, along 

with 23 other hospitals in the 

United States, are completing an 

observational registry evaluating 

processes of care and one-year 

outcomes of over 4300 heart 

attack patients. The information 

repository was populated with 

help from Velos eResearch 

Clinical Research Management 

System to ensure the quality 

and validity of data available for 

all studies to be generated from 

the TRIUMPH (Translational 

Research Investigating Underlying 

Disparities in Myocardial 

Infarction Patients’ Health Status) 

registry. These data included 

hospital chart abstraction, lab 

data, extensive interviews, 

in-home assessments, and 

adjudicated repeat hospitalizations. 

•

•

CARDIOVASCULAR DRUG ACTIVITY

continued on page 18 
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Phase News

The cardiovascular drug market is expected to reach 

$116.3 billion this year. Current market research from 

business intelligence firm Piribo states that the global 

cardiovascular drug market will experience a period of high 

volatility from 2011 to 2015. The reasons? Key products, 

including blockbusters Plavix and Lovenox, are facing 

patent expiration. Plavix is an anti-platelet comarketed by 

Bristol-Myers Squibb (in the U.S.) and sanofi-aventis (rest 

of world). Approved in 1997, it is one of the top three best-

selling drugs and had total sales of about $5.6 billion in 2008. 

The Plavix patent expires in 2011. Lovenox, an anticoagulant 

from sanofi-aventis for the treatment of acute deep vein 

thrombosis expires in 2012. The drug has consistently 

brought in on average $2.6 billion a year for sanofi-aventis 

since 2004, with projected sales of $3.7 billion in 2010.

Meanwhile, the patent expiration of Pfizer’s Lipitor in 

2011, coupled with other factors, led to its apparent exit from 

R&D in the cardiovascular market. Those factors included 

Pfizer’s Phase III halting of torcetrapid due to excessive 

mortality (with an $800 million price tag); and a recognition 

that the drug blockbuster days are over and the next wave 

of compounds will be complex to develop, both from a 

regulatory and clinical standpoint.

However, based on the increase in Type II diabetes 

and obesity in worldwide populations, the demand for 

cardiovascular drugs are not going to abate. 

In a recent podcast interview available on our Web 

site, Richard Gregg, MD, Chief Scientific Officer for 

Vitae Pharmaceuticals, discussed the development of 

cardiometabolic drugs that address the constellation of 

issues present in this space—hyperglycemia with diabetes, 

lipids and blood pressure control in cardiovascular, and 

obesity, a co-morbidity of both diabetes and lipid disorders. 

Sponsors will then need to prove multiple endpoints for these 

drugs, cardiovascular safety and improvement, as well as 

either weight loss and insulin control.

For the future, he advised CROs and service providers 

to be prepared to provide more sophisticated biomarker 

and imaging studies in Phase I and Phase II to demonstrate 

that molecular targets are being hit, as well as being able to 

measure microvascular and potential safety complications.

PULSE ON HEART DRUGS

An estimated 2500 pieces of 

information have been collected 

on each patient as to their post-

hospitalization functional status. 

Data from the one-year follow-up 

is anticipated to be complete this 

quarter. TRIUMPH was funded 

by the NIH.

Other Studies
Max Neeman International, a CRO 

based in India, has collaborated 

with a top global pharma to 

initiate an observational study 

on the prevalence of Diabetes 

•

and Hypertension called 

SITE (Screening India’s Twin 

Epidemics). The company reports 

it will handle the site management 

and data analysis for the study, 

which  is currently being conducted 

in six regions encompassing 12,000 

patients cumulatively or 2000 

patients per region.

Results from a health economic 

substudy of the TRITON-TIMI 

38 clinical trial showed that 

among patients with acute 

coronary syndromes (ACS) 

managed with percutaneous 

coronary intervention (PCI), 

including stenting, treatment with 

•

Effient (prasugrel) codeveloped 

by Daiichi Sankyo and Eli 

Lilly, compared with branded 

clopidogrel (Plavix; Bristol-Myers 

Squibb/Sanofi Pharmaceuticals) 

was more cost effective. The 

economic analysis was completed 

using data from 6705 study 

patients enrolled in eight pre-

specified countries, including the 

United States, Australia, Canada, 

France, Germany, Italy, Spain, and 

the United Kingdom. The original 

study, with the clinicaltrials.gov 

identifier NCT00097591, enrolled 

13,608 patients at 707 clinical trial 

sites in 30 countries. 

continued from page 16

Cardiovascular Drugs in Development 

Acute Coronary Syndrome

Adjunctive Therapies

Angina

Arrhythmia/Atrial Fibrillation

Atherosclerosis

Coronary Artery Disease

Heart Attack

Heart Failure

Hypertension

Imaging Agents

Ischemic Disorders

Lipid Disorders

Peripheral Vascular Disease

Pulmonary Vascular Disease

Stroke

Thrombosis

Other

21
5

2

20

18
11

16

16
33

36

10

18
26

27

22

40

39

Source: PhRMA, 2009.

PhRMA reports over 300 new medicines are in 

development for heart disease and stroke.
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Global News

A
s the Drug Information 

Association’s (DIA) much 

anticipated EuroMeeting 

starts to loom large on the 

congress calendar, the organizers have 

made some significant late additions to 

the hot topics covered in the scientific 

program, including a new session 

about missing data.

The European Medicines Agency’s 

Committee for Medicinal Products for 

Human Use (CHMP) is introducing 

new requirements for missing data, 

and the final version should be 

available when the session takes 

place in Monaco at 4:30 pm, Monday 

March 8. Speakers will discuss the key 

regulatory changes, the use of graphic 

methods to help understand missing 

data patterns, and the trials and 

tribulations of missing data.

Also, the organizers have added a 

session about implementation of ICH 

Q8, Q9, and Q10 (Quality by Design), 

which still has many unclear aspects 

for industry and regulators. Presenters 

will address analytical methods, 

knowledge management, and control 

strategy/batch release strategy. A third 

extra session will concentrate on the 

new variations system for marketing 

authorizations. It will look at how the 

system will affect the management of 

quality-related changes in the future 

and the implication of these changes 

for industry and regulators.

Finally, submitting a quality dossier 

and e-submission will be covered 

in another late additional session. 

Speakers will give specific guidance 

on avoiding pitfalls in the electronic 

Common Technical Document.

The opening plenary session will 

be structured as an “Oxford Debate,” 

following the University of Oxford’s 

eminent tradition. The provisional title 

of the motion for debate is: “The process 

to develop new medicines and bring 

them to patients is neither efficient nor 

effective. There is a risk that medical 

needs will no longer be fulfilled in the 

future if the relevant stakeholders are 

not included in the process.”

The DIA is on target to reach 3000 

participants and over 230 exhibition 

booths, according to Senior Event 

Manager Dermot Ryan. He advises 

delegates to keep an eye on DIA’s Web 

site (www.diahome.org) for details 

about the plenary lectures, and urges 

them to view the final program online.

One of the major changes for this 

year’s event is the series of measures 

designed to reduce the environmental 

impact of the conference.

“The Grimaldi Forum has virtually 

zero emissions of greenhouse gases,” 

Ryan noted. “The infrastructure is 

already in place at the Grimaldi Forum 

in areas such as the use of a seawater 

pumping system to provide energy 

for the air-conditioning system, 

which reduces energy requirements 

by 20% to 30%, low energy lighting 

throughout the building, and sensitive 

modern taps for water, hand-dryers, 

and an eco-efficient flushing system 

for the toilets.”—Philip Ward

DIA Tweaks Final Program

The Grimaldi Forum opened in 2000, built on land reclaimed from the sea.
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Science and Research 
Top FDA Priorities
New commissioner 
seeks to expand FDA’s 
capabilities to bring 
safe and effective 
drugs to patients.

I
n her first year at the helm of the 

Food and Drug Administration, 

Margaret (Peggy) Hamburg has 

worked to reposition FDA as a 

public health agency able to ensure 

the safety and quality of the nation’s 

food supply and medical products. 

FDA is revising medical device over-

sight, establishing a new tobacco cen-

ter, and engineering a major overhaul 

of food monitoring and inspections. 

A priority for Hamburg is to bring 

important new drugs and medical 

products to patients, which requires 

more collaboration with industry and 

academia to develop biomarkers and 

advance personalized medicine.

The commissioner also has been 

waving a big stick to emphasize the 

agency’s role as a vigorous enforcer 

of regulations and standards to keep 

unsafe products off the market.

As the lead advocate for FDA, Ham-

burg feels a responsibility to actively 

explain its rules and operations. She 

is a featured speaker on the meetings 

and conferences circuit, highlighting 

the need for more “transparency” in 

agency regulatory decisions and ac-

tions to regain public trust. A “Safe 

Use” campaign aims to reduce medica-

tion errors and adverse events by en-

couraging appropriate drug utilization.

All these initiatives require more 

resources, and it’s up to Hamburg 

to obtain adequate funding from a 

penny-pinching administration and 

skeptical Congress. Digging out of the 

agency’s depleted funding state will 

take some time, she acknowledged in 

a conversation with Applied Clinical 

Trials. “It’s not a quick fix. It’s not a 

one-time funding increase.”

Hamburg honeymoon
When the Obama administration 

rolled into Washington last year, 

Peggy Hamburg was not on any short 

lists of possible FDA commissioners.

Although she had been in and out 

of Washington research institutions 

and health agencies for 30 years, she 

was not associated closely with FDA, 

with clinical research or with food 

and drug regulation. But she had top 

credentials in the public health com-

munity, was an expert in bioterrorism, 

and presented an attractive mix of 

medical training, government service, 

and managing a large city health 

agency. The White House wanted to 

bring in an outsider to head FDA to 

tackle food safety, tobacco marketing, 

and the looming influenza pandemic. 

No ties to the drug industry was a 

plus, along with an academic and 

public health background that pleased 

Senate leaders.

After speeding through the Senate 

confirmation process last May, the 

new commissioner started off on a 

positive note, publicly praising FDA 

staffers and presenting a hefty budget 

increase. She and Deputy Commis-

sioner Joshua Sharfstein coauthored 

an editorial in the New England Jour-

nal of Medicine (May 26, 2009) that 

lays out their major themes: FDA 

should help advance science for the 

products it regulates, assess imported 

food and drugs more thoroughly, and 

minimize the risks associated with 

pharmaceuticals through education, 

regulation and enforcement. 

Taking risks
That was good news for sponsors of 

clinical trials. Hamburg’s experience 

in AIDS research at the National In-

stitutes of Health and in tuberculosis 

treatment as New York City public 

health commissioner in the 1990s 

exposed her to the importance of bio-

medical innovation and drug develop-

ment in providing doctors with tools 

to treat serious diseases.

Hamburg also understands the nu-

ances in assessing risk in bringing 

new drugs to market. An approval 

process that is too fast may fail to 

detect safety problems, while one 

too slow could delay treatments for 

patients with life-threatening dis-

eases. Hamburg considers it “a false 

dichotomy” to separate safety from 

innovation, and that promoting public 

health involves finding the right bal-

ance for both. FDA can do more in 

the area of drug safety, she suggests, 

but not at the expense of delaying in-

novation. As she and Sharfstein state 

Hamburg has been waving a big stick to 
emphasize the agency’s role as a vigorous 
enforcer of regulations and safety standards.
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in the NEJM article, “Some benefits 

are not worth the risk; some risks are 

worth taking.”

FDA may be willing to take more 

risks, Hamburg says, due to ad-

ditional authorities provided by the 

FDA Amendments Act (FDAAA). The 

ability to restrict distribution and to 

better detect safety problems of newly 

approved drugs may support earlier 

approval of important medications. 

And more collaboration with other 

government agencies, industry, and 

patients can help detect safety prob-

lems and identify “fruitful pathways” 

for research that can lead to the even-

tual approval of treatments.

To assess drug risks and benefits 

appropriately, FDA needs to fully 

understand the science behind emerg-

ing research and products. Hamburg 

is concerned that the nation’s huge 

investment in biomedical research 

has not been balanced by comparable 

support for regulatory science. FDA is 

at “the nexus of translating genomics 

into targeted therapies and new diag-

nostics,” she noted at a symposium 

on the “Future of Personalized Medi-

cine” in October. This requires mov-

ing beyond randomized controlled 

clinical trials to new test methods able 

to distinguish responses and effects 

on smaller patient groups.

Hamburg promised a more inte-

grated approach to evaluating medi-

cal products related to personalized 

medicine, citing plans to issue draft 

guidance on biomarker qualification 

and on codevelopment of drugs and 

diagnostics this year.

Defining more effective and effi-

cient regulatory pathways for emerg-

ing products also involves recruiting 

and retaining top scientists and giving 

them the facilities and opportunities 

they need to do their jobs, Hamburg 

says. It also means stronger col-

laboration with the broader scientific 

community on ways to streamline the 

drug review process. One idea is to 

bring together academia, industry, 

and government into centers for regu-

latory excellence to assess biomark-

ers and their use and to develop new 

strategies for clinical trial analytics.

A vehicle for expanding FDA’s 

regulatory science base could be the 

Reagan-Udall Foundation, which so 

far has been undermined by a lack 

A vehicle for expanding FDA’s regulatory science 
base could be the Reagan-Udall Foundation, 
which has been undermined by a lack of funds.





26    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com February 2010

View from Washington

of funding from Congress. Hamburg 

would like to build support for the 

organization, recognizing the need for 

clearly defined standards and guide-

lines to avoid conflicts of interest.

Informed evaluation of new drugs 

requires input from experts outside the 

agency, and Hamburg acknowledges 

the importance of populating FDA 

advisory boards with individuals who 

have the appropriate knowledge. The 

problem is that many of the top ex-

perts also have had relationships with 

companies developing products, which 

raises conflict-of-interest issues.

Hamburg notes that a range of 

stakeholders have advised her “not 

to go too far and exclude necessary 

experts from discussions.” Transpar-

ency can help, she observes, but the 

challenge is “to find the right balance 

of having critical expertise at the table 

and avoiding conflicts of interest that 

distort the assessment of science.”

Stronger regulatory science could 

improve vaccine testing and produc-

tion for the next pandemic flu crisis. 

FDA has taken some of the blame for 

delays in providing an effective H1N1 

vaccine last fall, and Hamburg admits 

to being disappointed that the produc-

tion process was not smoother. But 

she prefers to regard the response 

from FDA and from industry as “quite 

remarkable in terms of how much has 

been mobilized in response to a previ-

ously unrecognized strain of flu virus.” 

Some of the disappointment may stem 

from over-optimism in predicting how 

much vaccine would be available and 

when. “Sadly, we know that it’s the 

nature of manufacturing vaccines to 

have some unexpected delays, and it’s 

the nature of science to have unantici-

pated problems emerge.”

Cracking down
In addition to promoting science and 

safety, Hamburg wants to enhance 

FDA’s clout in enforcing compliance 

with its rules. She promotes a more 

aggressive and more efficient FDA 

compliance program to increase 

public confidence in FDA oversight, 

while also establishing a level play-

ing field for industry and keeping 

unsafe and fraudulent products off 

the market.

Too many serious violations “have 

gone unaddressed for far too long,” 

Hamburg said in a major address last 

August, citing problems with product 

quality, false and unlawful labeling, 

and misleading advertising. FDA’s 

success in spurring compliance 

“should be measured not by the num-

ber of warning letters or injunctions 

or seizures,” she said, but by “our im-

pact on the health and welfare of the 

public.” Failure to meet FDA stan-

dards means that a company is “put-

ting the public at risk,” she stated, 

and also “jeopardizing the public’s 

confidence in your industry.”

So far, Hamburg has enjoyed 

strong support from the Obama ad-

ministration, Congress, and FDA’s 

many constituencies. But at some 

point there will be a food contamina-

tion crisis or a drug safety problem 

on her watch, accompanied by a wave 

of finger-pointing. For now, Hamburg 

is making a strong effort to “speak 

out and explain who we are, what 

we do,” an approach that she hopes 

will build support to give FDA the 

resources it needs to “fulfill our im-

portant mission.” ❏

Hamburg promotes a more aggressive and more 
efficient FDA compliance program to increase 
public confidence in FDA oversight.
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Aging Under the 
Microscope in Europe
Attention turns to its 
elderly population 
and their lack of 
participation in 
clinical research.

I
t’s official. Europe is getting 

too old. Even the European 

Commission admits it. In its 

annual report of the European 

Union for 2009, it notes that its own 

expert bodies during the year “added 

further evidence to the argument 

that the social and economic 

consequences of change require 

closer attention. The…tentative ‘worst 

case’ scenario for the decades ahead 

suggested the current economic 

and financial crisis would result in 

severe falls in living standards owing 

to persistent lower growth and a 

permanent increase in age-related 

expenditure as a proportion of GDP.”

The clinical trials community 

is also responding. A workshop 

organized by the geriatric medicines 

working party of the European Forum 

for Good Clinical Practice made a 

chilly start to the new year in Brussels 

even chillier, with its own assessment 

of whether Europe is a ready to 

cope with the challenge of an aging 

population for medical research.

The answer so far is not very 

satisfactory, suggested Jean-Marc 

Husson of Eudipharm, the cochair of 

the meeting. In his view, older people 

remain, in effect, another “orphan 

population” in respect to medicines, 

because data from older people rarely 

features in most current marketing 

authorization applications—and trials 

in the elderly are rarely carried out 

for anything other than degenerative 

diseases and bone disorders.

So far, only the European 

Commission and a few European 

countries—notably The Netherlands—

are starting to respond by urging 

clinical trials in the aging population, 

in particular with an EU-funded 

project known as Predict, involving a 

group of geriatricians from the UK, 

Spain, The Netherlands, Italy, Poland, 

Lithuania, Romania, Israel, and the 

Czech Republic. Predict, with €750,000 

funding from the EU’s research 

program, focuses on increasing the 

participation of elderly in clinical trials.

Predict purposes
The basic rationale of Predict 

is the fairly evident observation 

that while the elderly account 

for high drug consumption, they 

are underrepresented in clinical 

trials. And since it is essential to 

demonstrate the efficacy and safety 

of drugs for Europe’s increasingly 

aging population, clinical trials need 

to take into account the relevant 

issues of this population, such as 

changed metabolism, multiple chronic 

conditions, and polypharmacy.

So Predict has set itself the task 

of investigating the reasons for the 

exclusion of the elderly in clinical 

trials—and, more ambitiously, of 

providing solutions for this problem. 

Its systematic literature review 

is examining the conditions that 

constitute barriers and promoters 

of clinical trials, its questionnaires 

are quizzing professionals who work 

with the elderly, and its focus groups 

area penetrating the thinking of 

older people and carers, particularly 

patients with heart failure, depression, 

diabetes, stroke or cancer. Meanwhile, 

it is working toward creating some 

sort of charter for the rights of older 

people in clinical trials.

Among its findings to date are the 

paradox that while heart failure is 

the most common cause of hospital 

admission in older people, trials for 

antihypertensives tend to focus on a 

much younger age group. According 

to Predict, 44% of patients with their 

first diagnosis of hypertension are 

aged 70 or above, but the mean age 

of patients in trials is 63.5 years, 

and trial participants have fewer 

cardiovascular risk factors, co-

morbidities, and cardiovascular 

diseases than the general population. 

In fact only recently has evidence 

from trials been available, for the first 

time, for people over age 80.

The study’s own surveys reveal 

almost unanimous agreement that 

difficulties arise for both prescribers 

and patients because of under-

representation of older people in 

clinical trials for the medicines they 

commonly use. There is also wide 

agreement that there is no justification 

for exclusion from trials on age grounds 

alone, and that people with physical or 

mental health co-morbidities should 

not be excluded in protocols.

Research is needed specifically 

on older people as opposed to broad 

population studies. In addition, simple 

chronological age should not be used 

as a defining feature, since that fails to 

take into account the wide differences 

among the older population.

At the same time, some caution is 

recognized as necessary: Only those 

capable of giving informed consent 
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should be invited to participate, and 

carers or family are not adequate 

proxies for that. And in Europe, with 

its checkered history still fresh in the 

memory of many, further sensitivities 

are necessary, because populations who 

have experienced political oppression 

in their lifetime can display concern at 

the possibility of being required to take 

part rather than being invited.

Updating guidelines
Pierre Baeyens of Belgium, 

the European president of the 

International Association of 

Gerontology and Geriatrics, pointed to 

another paradox. Although guidelines 

on studies in geriatrics have existed 

at international level—through 

ICH—since 1994, little notice has 

been taken of them. The guidelines, he 

noted, emphasize the need for special 

consideration for people over age 65, 

because of co-morbidity, concomitant 

drug-therapy, and the consequent risk 

of drug interaction. But, he went on, 

his review of 10 recently authorized 

new medicines revealed that they were 

tested in only very few, and rather 

active, older people, just over age 65.

Meanwhile, the ICH steering 

committee endorsed the concept 

of a question and answer document 

as a complement to its guideline. 

This proposed refinements such as 

taking account of the number and 

age distribution of expected elderly 

participants in a given indication and 

the criteria for selection, with special 

efforts to include those now classed 

as “very elderly.” It also urged clinical 

study protocols that set out to evaluate 

specified risks and benefits of the drug 

in the elderly, including common co-

morbidities and concomitant therapies.

As a consequence, the latest draft of 

the international rules now recommend 

using more than the minimum 100 

geriatric patients required until now, 

and including patients aged at least 

75, and patients with concomitant 

therapies and co-morbidities. 

European pressure 
In parallel, suggested modifications to 

current practice are being formulated 

in Europe. For instance, to reflect 

the fact that what is now considered 

geriatric medicine is dealing with a 

much older age group than was the 

case until a generation or so ago, 

support is growing for replacing 65 

with 80 in guidelines. To respond to 

the predominance of women in the 

elderly population (currently there are 

three women for each man at the age of 

80), a majority of trial recruits should 

be women. Adequate representation 

should be ensured for frail people, such 

as those suffering significant weight 

loss or who can no longer get up easily 

out of a chair. And recruits should also 

be taking several medicines a day.

The European Medicines Agency 

was asked in 2006 for an opinion 

on the adequacy of guidance on the 

elderly regarding medicinal products 

for human use. Its review of existing 

European guidance documents and of 

a sample of recent European marketing 

authorizations revealed reasonable 

compliance with the established 

international norms. But it also raised 

questions about the adequacy of 

those norms, and there is support for 

updating the ICH guideline.

Husson is enthusiastic about taking 

account of the specific characteristics 

of elderly people during drug 

development, and also during daily use 

of authorized products. He underlined 

the stratification of ages in relation to 

co-morbidity and multiple therapies: 

in France people over age 65 take 

an average of 3.5 different drugs, 

and those over 75 take eight. Special 

attention should also be given to the 

analgesics, anti-inflammatories, anti-

hypertensives, and anti-diabetics 

that are commonly used in elderly 

populations, he cautioned.

An industry perspective from Dr. 

Solange Corriol-Rohou of AstraZeneca, 

underlined the need to ensure that the 

population in the clinical trial program 

is representative of the target patient 

population. This can mean including 

patients across the entire spectrum of 

the geriatric population.

The risks of generalizing about 

the elderly were echoed by Professor 

Anthea Tinker, Professor of Social 

Gerontology at King’s College, 

London. The lack of research on 

older people (especially very old) is 

practically and ethically unacceptable, 

especially when the results of studies 

are then applied to older people, she 

said. Any presumptions that older 

people are vulnerable and cannot take 

part in research should be discarded. 

EU research funding
In addition to Predict, other age-related 

projects that the EU is funding include 

Tolerage (examining normalization 

of immune reactivity in old age, with 

backing of €7.7 million), Resolve 

(understanding nonregenerative repair 

to resolve chronic inflammation and 

achieve healthy aging, with a budget of 

€10.6 million), Mark-Age (a European 

study to establish biomarkers of human 

aging, with €11.9 million), and Why We 

Age (a road map for European research 

on molecular aspects of healthy aging, 

and has €490,000 in funding).

Beatrice Lucaroni of the 

Commission’s research department 

likes to flourish the possibilities 

of funding for projects in the field 

of human development and aging 

research—some €2.5 billion over the 

last four years. Old people like to say 

that youth is wasted on the young. With 

so much attention now turning to trials 

in the elderly, it is unlikely that money 

is going to be wasted on the old. ❏

Any presumptions that older people are 
vulnerable and therefore cannot take part in 
research should be discarded.
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When Great Ideas
Meet the Real World
Promising data 
warehousing systems 
like Janus are still 
waiting to realize 
their potential.

F
or many of us involved in 

clinical research, the workday 

world revolves around the life-

cycle of an individual clinical 

study. Each study is defined by a 

unique protocol, which is seeking to 

explore a hypothesis and answer a 

set of specific questions. The study 

is conducted, data collected and 

analyzed, and the results feed into a 

product marketing application while 

expanding the basis of experience for 

the next set of studies.

Once the study is over, we’re on to 

the next, when the cycle begins all 

over again. Many of the questions 

asked on Case Report Forms will 

change (even when they’re testing the 

same experimental product)—whether 

due to continuous improvement, range 

of knowledge or individual whim.

If another researcher wants to 

learn from our data, well, they can 

read the summary on the public 

registry, or maybe the clinical study 

report (if they can find a copy).

If they want to query the data 

to perform some retrospective or 

comparative analysis that expands 

the scope of the original study or 

application, well, good luck to them. 

They will need to learn the secret 

password, don the special glasses, 

and delve down into the dungeon 

archives to look back at the data 

through the lens of that original 

study—if they can find the data at all.

A better way

There must be a better way to absorb, 

interpret, and reuse clinical data. 

Many years ago, some scientists at 

the FDA considered one possibility—

by conceiving of a clinical data 

warehouse that would enable FDA to 

make better use of the data submitted 

by sponsors and improve the review 

process by having better access to 

data in a more consistent format.

The idea was that putting all this 

clinical data that FDA regularly 

receive in one place would make it 

possible to look back more easily 

at the learnings of the past—in this 

case experience with similar drugs 

or similar conditions and indications. 

And perhaps, being able to distill such 

data would in some cases help them 

look forward, as by establishing a 

reference resource of placebo effects 

on patients or project problems that 

might occur with new drugs that 

hadn’t been recognized previously.

They named this concept “Janus” 

after the dual-faced Roman god of 

gateways and change, who is depicted 

as simultaneously facing opposite 

directions in recognition of his ability 

to see both past and future.

Shopping at the warehouse
Fundamentally, a clinical data 

warehouse is a place to store and 

organize trial data. But the warehouse 

analogy is really much too general. 

For example, a warehouse vault of 

safety deposit boxes may consist of 

a collection of individually managed 

bins, each of which may contain 

anything. The warehouse manager 

should know how many bins there are 

and who’s responsible for them, but 

not what’s inside—retrieval is limited 

to providing access to the owner.

So it is with many clinical data 

repositories today. We may know little 

more about the data other than a study 

number, and we have to know about 

the study to find out whether its data 

will answer a particular question. And 

woe to us if we need to pull together 

data from a whole bunch of studies 

to answer a complex question—this 

will undoubtedly require a great deal 

of time-consuming detective work, 

followed by a rigorous disassembly 

and reassembly operation before 

we can even begin to probe the 

knowledge within. It’s not something 

we can easily pull off on demand.

A better analogy is that of a 

library (or repository) of books, each 

individually written in a specific 

language, printed in a particular 

alphabet, and characterized by specific 

attributes (its author, subject, title, 

publisher, and concepts represented 

within its pages). When we construct 

a library, we need to do more than 

allocate shelves to individual owners. 

We need an index and cataloging 

system to organize the books and their 

metadata, and help people find what 

may be relevant for their own inquiries. 

A clinical data repository would 

have to rely on a rich set of metadata 

to describe the attributes of the 

data for each study, and a set of 

standards that would ensure the data is 

communicated in a common manner, 

according to a common dictionary of 

meanings. Quantitative data would 

need to be processed in a consistent 

way so that different people asking 

the same question in different ways 

using different tools could be assured 
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of getting the same answer. That is 

justification enough for Janus.

Looking back
Unfortunately, while the Janus concept 

has captivated many researchers, 

the reality has not yet lived up to the 

promise offered by its supernatural 

(albeit mythological) name.

As with many promising visions, 

it took time to find the necessary 

resources and support to get started. 

Meanwhile, while the original design 

aged, the world kept changing and the 

scope kept widening before the initial 

foundations were even in place. In this 

case, once the concept was transformed 

into a model and the model became 

a system, the practical realities of 

dealing with that inconsistent clinical 

data proved to be intimidating.

The model required strict adherence 

to the CDISC Study Data Tabulation 

Model and define.xml standards, 

which while providing many current 

advantages for general regulatory 

review are still not used consistently 

enough within industry to fulfill the 

strict Janus design requirements. 

The effort to load data from different 

studies in a consistent enough manner 

to enable comparative review and 

analysis of multiple studies turned out 

to be more difficult than anticipated.

There are simply too many 

variations between trials (even for the 

same sponsor and product) and too 

many gaps, ambiguities, and anomalies 

in clinical data for everything to fit 

together. As a result, only a small 

number of legacy studies have been 

successfully loaded, mostly for testing, 

demonstration or exploratory purposes 

rather than active regulatory review.

What’s more, the Janus model 

also depended on a great deal of 

information that wasn’t represented 

directly in the existing data, such 

as what assessments were supposed 

to be performed and what types 

of analyses were conducted with 

what assumptions, imputations, and 

judgments. Most of this information 

should have been available in the 

protocol, analysis plan, study report 

or other documentation, but not in a 

form that could easily be translated into 

the structures required by Janus. So 

the project’s accomplishments haven’t 

quite lived up to its ambitious goals yet.

But then, how realistic is such a 

static data model in a rapidly changing 

world? The original Janus model was 

designed primarily to store clinical 

data for human drug trials, but FDA’s 

sphere of responsibility includes both 

clinical and nonclinical data for other 

regulated products such as devices, 

vaccines, veterinary, and foods. This 

is a broad scope, and the number 

of variations between the data for 

these separate products dwarfs the 

inconsistencies within clinical data for 

drug products alone.

Even with trials, the aggregation and 

comparison of mixed study data hinges 

on the establishment and widespread 

adoption of clinical data and protcol 

standards and common terminologies, 

which are a moving target in a complex 

scientific discipline like clinical 

research (not to mention health care). 

Meanwhile, the volume and types of 

data continue to proliferate, and much 

of that data (including unstructured 

text, genomics or imaging data) 

doesn’t always conform easily to a 

relational data model.

The semantic Web offers promise 

of harnessing the power of some 

of these newer types of data, but 

it has not yet achieved widespread 

acceptance or use. And so the FDA 

has been developing a new, more 

robust Janus model that can address 

these expanded requirements while 

also being more compatible with an 

evolving new set of standards based on 

the HL7 reference information model.

Looking forward
The FDA’s Janus program continues 

to evolve. It’s certainly possible to 

tweak the current model and system 

to be more forgiving of the realities of 

trials data so more current data can 

be loaded, and to expand the current 

design to address some of the features 

that were identified since the original 

model was designed. But is it sensible 

to do this while simultaneously 

developing a new model that is 

intended to do much more?

And all of this will likely take a 

long, long time before we even have a 

good sense of how close the current 

path will take us to the goal. And can 

any model be designed to accurately 

represent such a rapidly changing 

world and anticipate where, as Wayne 

Gretzky would say, the puck will be 

when we finally reach the goal?

To borrow another analogy, consider 

the movement to develop alternative, 

sustainable energy sources to alleviate 

our excessive dependence on fossil 

fuels. We find ourselves enamored 

of promising technologies such as 

hydrogen fuel cells, but the pieces 

aren’t all there yet. In the meantime, 

we make do with hybrid technologies 

that seek to bridge the gap while we 

await the realization of the promises.

A hybrid based on our existing 

CDISC standards might be a good 

enough solution now, especially while 

we wait for a more perfect one. But 

we’ll never get that perfect solution 

if we don’t look forward to it. After 

all, most warehouses meant to house 

any accumulating material will be 

outgrown eventually. So, looking back 

and forward simultaneously may be a 

reasonable way to go when you have 

two faces to work with. ❏

There are simply too many variations between 
trials and too many gaps and ambiguities in 
clinical data for everything to fit together.
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Keys to Avoiding Regulatory Setbacks

Prepare Early for 
Adverse Events

Royce Morrison, MD, and Lauren E. Black
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Adverse events are critical in early 
phase studies. Early planning can 
avoid regulatory setbacks.

T
he possibility of adverse events 

(AEs) is inherent in all stud-

ies but are particularly critical 

in early-phase clinical studies. 

Their occurrence (or lack of 

such) combined with investigator as -

sessment of their causation, severity, 

and relation to the drug enables researchers to 

answer the primary question of any drug study: 

“At a level of drug exposure that is likely to have 

beneficial on-target effects, is that drug expo-

sure acceptably safe?” 

Because AEs pose risks to study participants 

and, later on to patients, identifying and prevent-

ing unsafe drug exposure is a major concern for 

product developers, investigators, and regula-

tors. Regulations mandate Good Clinical Prac-

tices in AE management, including how AEs are 

defined; how they must be detected, managed, 

interpreted, and reported; and what must be 

disclosed in consenting. The requirements are 

complex and continually in flux due to advances 

in science and changing experience with the 

practical implications of regulation. 

To help illustrate, the following real-life re-

dacted case examples in early phase trials in 

healthy volunteers reveal how an experienced 

investigator’s knowledge of current regulations 

and the “strictly safety” regulatory climate can 

help achieve a reasonable approach to study de-

sign, efficient study conduct, accurate 

AE assessment, and timely reporting. A 

sponsor working in partnership with a 

CRO or directly with clinical staff can 

help anticipate risks and write a Plan B 

into the study protocol so that if Plan A 

runs afoul, a smooth way forward will al-

ready be in place. This anticipation saves 

time and avoids unnecessary stress, as well as 

demonstrates a concern about safety, and avoids a 

return to the IRB or REB to modify the protocol. 

Case Example 1
A first-in-human, single-ascending-dose protocol 

required that dose escalation be stopped if two 

or more trial participants experienced AEs of 

Grade 2 or higher (based on the CTCAE ver-

sion 3.0 criteria). The protocol also specified 

a high-fiber diet. The trial team was surprised 

and then dismayed to find that trial participants 

developed Grade 2 diarrhea, forcing the study to 

stop and triggering AE reporting to the FDA. In 

later discussion, investigators learned that the 

new chemical entity was known to be structurally 

similar to other agents that had caused increased 

GI motility. They realized that the protocol might 

have been written to anticipate that possibility 

and to allow a judgment based on safety review 

instead of mandating a study stop at Grade 2.

Case Example 2
Despite the advice of an investigator managed by 

a CRO, a sponsor designed a repeat-dose Phase I 

protocol that did not specify exercise restrictions. 

It stated that healthy participants were to receive 

■  Experienced key parties (sponsors, CRO, investigators)

■  Collaboration of parties in protocol planning

■  Attention to detail in protocol planning

■  Define considerations in inclusion and exclusion criteria

■  Establish pertinent data needs to be collected

■  Define criteria and trigger points for AE-based study decisions 

■  Define AE-reporting decisions
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the study drug on Day 1 on-site at a Phase I CRO facility, be 

discharged on Day 2, and then have outpatient visits for sub-

sequent doses and safety clinical labs.

The lab data included a muscle enzyme known to be sen-

sitive to exercise. Labs on three participants were reported 

with values that substantially exceeded normal limits, and 

this triggered an FDA safety report. On inquiry, the partici-

pants reported that they had engaged in vigorous exercise; 

thereafter, the protocol was modified and the participants 

were instructed to restrict activity for the study duration. 

No further above-limit values were seen and the investiga-

tor reported the elevations as “not drug-related.” However, 

the FDA reviewer expressed concern that a causal relation-

ship to the study drug could not be excluded and required 

that subsequent clinical studies add exclusion criteria and 

more intensive testing for muscle toxicity.

Had the investigator’s up-front suggestion that the pro-

tocol require activity restrictions and inpatient confine-

ment during significant drug exposure, the elevated en-

zyme levels would not have occurred or would have been 

correctly attributed to patient noncompliance. Addition-

ally, the sponsor could have required an exercise diary or 

included higher enzyme levels in the study.

Case Example 3
A multiple-ascending-dose study was conducted in healthy 

volunteers. On Day 6, the ECG for one subject taken four 

hours post-dose showed a three-beat run of nonsustained 

ventricular tachycardia. Looking back at the subject’s base-

line screening data as well as data gathered in the preced-

ing single-dose study, the limited runs (only 10 seconds) of 

ECG recording had shown no rhythm abnormality. This AE 

was flagged as a safety issue. The subject was taken off the 

study, and the investigator reported this unresolved AE to 

the FDA as possibly related to the study drug.

After one week, the subject was reassessed by Holter 

monitoring. This showed a Day 8 episode of nonsustained 

ventricular tachycardia. On review of the full cohort’s Day 

8 data, and considering the study drug’s 36-hour half-life, 

the Safety Monitoring Committee decided that the study 

should be stopped pending results of additional Holter 

follow-up after the complete wash-out of the study drug. 

Data were then collated and submitted to the FDA. Re-

viewers required protocol amendments specifying admit-

tance on Day 2 to acquire baseline Holter ECG data from 

all participants from Day 2 to Day 1, to obtain stat Holter 

analyses, and to exclude any volunteer showing ventricu-

lar dysrhythmia on baseline Holter recording.

The FDA permitted the study to restart, but dose escala-

tion was rolled back to the prior cohort’s dose level with a 

net delay in study completion of three months. The FDA fur-

ther required subsequent Phase I-II studies to include extra 

cardiac monitoring requirements. With an added exclusion 

criterion based on more extensive pre-enrollment Holter 

screening, no other dose-emergent ECG events occurred.

In subsequent studies, after installing a telemetric 12-

lead ECG monitoring system, investigators revised proto-

col requirements for continuous ECG monitoring and data 

recording, both pre-enrollment and post-dose. 

Discussion
In the best-case scenario, drug development and clinical 

research professionals track changes in both science and 

regulation, and translate their understanding into optimally 

designed study protocols. AEs occur and are dealt with 

appropriately; if delay occurs, it is recognized as truly nec-

essary. As a result, both human subjects and the research 

process are protected from avoidable risk. 

If unprepared for an AE, the project team and FDA can 

be unnecessarily alarmed, and the project significantly 

delayed. One of the drawbacks to not anticipating and then 

having to modify a study design is putting the modification 

back through the IRB/REB prior to reinitiation. The quan-

dary facing researchers is how to proceed with the appro-

priate caution while maintaining a quick pace.

As the preceding case examples illustrate, the keys to 

avoiding interruption are experience and collaboration and 

attention to detail in protocol planning. In particular, con-

siderations need to be defined in inclusion and exclusion 

criteria, pertinent data needs to be collected, and the cri-

teria and trigger points for AE-based study decisions and 

reporting need to be defined early on.

Conclusion
Regulatory guidelines offer only general objectives, and 

while meetings with the FDA can be critically important, 

most FDA reviewers have not actually run trials. They may 

not anticipate impediments that can arise during logistical 

implementation of the proposed study. Despite plans laid in 

accordance with the guidance and advice of reviewers, gaps 

between optimistic planning and AE realities can pose sub-

stantive threats to study objectives and timelines.

To guard against and remedy these situations, researchers 

need both a detailed plan of action and access to appropri-

ately experienced consultants who can advise beyond those 

guidelines to address details of study design that may affect 

occurrence, detection, management, and reporting of AEs. 

Such foresight and planning should produce time efficiencies 

and cost savings, as well as ensure that clinical development 

milestones are achieved on schedule and within budget.

Royce Morrison, MD, CPI, is Director of Clinical Strategy, 

royce.morrison@crl.com, and Lauren E. Black, PhD, is 

Senior Scientific Advisor, lauren.black@crl.com, both for 

Charles River. 
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Paying the 
Phase I 
Volunteer

Proposed “lottery” or deferred 
payment model aims to resolve 
undue inducement.

Stephen Humphreys

BRIAN HAGIWARA/GETTY IMAGES

A 
question that arises in Phase 

I research among healthy vol-

unteers is how much to pay 

the participants. The sum 

must be sufficient to attract 

and fairly reward them, but not such as 

to unduly induce participation. Here I put 

forward a suggestion for a lottery type payment 

model, which by both deferring and subjecting 

part of the reward to further contingent events 

attempts to mitigate undue inducement. But 

first, some background.

CIOMS/WHO’s international ethical guide-

lines for biomedical research involving human 

subjects1 notes the following:

“Subjects may be reimbursed for lost earnings, 

travel costs, and other expenses incurred in tak-

ing part in a study; they may also receive free 

medical services. Subjects, particularly those who 

receive no direct benefit from research, may also be 

paid or otherwise compensated for inconvenience 

and time spent. The payments should not be so 

large, however, or the medical services so extensive 

as to induce prospective subjects to consent to par-

ticipate in the research against their better judg-

ment (“undue inducement”) (emphasis added).

Undue inducement is thus a level of induce-

ment that persuades someone to engage in re-

search against their better judgment.

Emanuel et al. identified four essential fea-

tures of undue inducement: (1) an offered good—

individuals are offered something that is valuable 

or desirable in order to do something; (2) exces-

sive offer—the offered good must be so 

large or in excess that it is irresistible in 

the context; (3) poor judgment—the offer 

leads individuals to exercise poor judg-

ment in an important decision; (4) risk of 

serious harm—the individual’s poor judg-

ment leads to sufficiently high chance 

that they will experience a harm that seri-

ously contravenes his or her interests.2

Where poor judgment means people can be 

said to be reckless about their understanding of 

a trial, participating even when confused about 

the protocol just to get the money, or where the 

money leads them to misrepresent their medi-

cal history or habits in order to overcome any 

exclusion criteria, then both they and the trial are 

placed in potential jeopardy and the inducement 

has become undue. Instances of such events 

occurring have been reported.3,4,5 Undue induce-

ment thus blinds those affected to the risks they 

might face, such that it obviates their properly 

informed consent and renders their engagement 

as not brave or courageous—but foolhardy.

Payment models
The payment model I’ve created is aimed at 

healthy human volunteers (Phase I clinical trials), 
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who do not anticipate a benefit from engaging in the re-

search and are the group that are virtually always paid for 

their participation.

Dickert and Grady6 having discussed three plausible 

models of payment for research subjects—the market 

model, the wage-payment model, and the reimbursement 

model—concluded that the wage-payment model was the 

most appropriate method of paying participants.

Like the market model though, the wage-payment model 

is potentially susceptible to undue inducement, and both 

models can also accommodate completion bonuses. Such 

bonus payments are not uncommon, but can be criticized 

because they could both interfere with a subject’s decision 

to withdraw at any time and also dissuade subjects from 

reporting side-effects or adverse reactions for fear that they 

be discontinued from the study. Completion bonuses can 

thus become aids to undue inducement.7

Is the problem real?
Wilkinson and Moore have almost argued against the exis-

tence of undue inducement: “Our question is this: If people 

are allowed to volunteer for no pay, why not for some pay?”8

Brody made a similar point: “If the independent review 

panel has already concluded that the risk-benefit ratio of the 

research is acceptable (otherwise, the research could not be 

approved), how can the large payment harm the subject?”9

And Emanuel concurred: “A research trial that otherwise 

fulfils the fundamental ethical requirements for human 

subjects research inherently cannot create the possibility of 

undue inducement because substantial risk is precluded.”10

I disagree. To take on Emanuel, while he goes on to ac-

knowledge three objections to his claim, his responses do 

not convince that undue inducement is an almost mythical 

notion. Firstly, he acknowledges, “there may be particu-

lar individuals who fulfil the eligibility criteria for whom 

participation is nevertheless excessively risky.” However, 

he promptly brushes this aside by claiming that ethical 

“review of any research trial is not meant to evaluate the 

ethics based on special interests or idiosyncrasies of par-

ticular individuals” and suggests a role for the would-be 

subject’s personal physician in counseling for or against 

enrollment in a particular trial. This may not be a practical 

suggestion given that not all his fellow (U.S.) citizens can 

afford personal physicians, least of all those for whom the 

burden of clinical research traditionally falls.

A second objection recognizes that Phase I studies might 

pose net risks to the participants, but not excessive ones:

“In such trials, high incentives might lead people to 

make bad judgments and enrol in trials that pose serious 

harms…[however, in such] trials, IRB review provides a 

fail-safe check ensuring that an individual who might ex-

ercise bad judgment from high incentives is still prevented 

from excessive risks (emphasis added).”

In this, of course, he admits that people do exercise bad 

judgment on the basis of high levels of payment.

The final objection—that “high inducements cloud peo-

ple’s ability to understand and appreciate the information 

provided”—he dismisses with “There are no data.”

However, data do exist. In the TGN1412 trial of 2006 at 

Northwick Park Hospital, London, the participants con-

sidered the inducement offered “high inducement” (“All 

claimed that their motivation for taking part had been the 

money”11) and seemed not to have understood the science. 

Their attitude appears to have been to just get on with 

things. If this is so, then arguably they were reckless. Sub-

sequent testing of the participant information sheet used in 

that trial on members of the public has certainly suggested 

its “performance…would raise a question about the extent 

to which a participant in this Phase I trial would have been 

adequately informed before giving consent.”12

One of the surprising outcomes of TGN1412 was the 

almost immediate increase in the numbers expressing an 

interest in joining clinical trials—the sums on offer as had 

been revealed were just too attractive. Given this, the level 

of payment involved in the TGN1412 experiment seems to 

have amounted to “undue inducement” for many.

Emanuel10 believes that payment levels can be disre-

garded by ethics committees (ECs) because if the clinical 

trial is safe, then the money will not make it less safe. This 

has a logical attractiveness to it, but common sense tells 

us that higher levels of payment might tempt increasing 

numbers of individuals to take on too many risks, or be 

reckless about their understanding, in order to obtain the 

money. While the EC may have decided the risk-benefit 

ratio is favorable, this assumes the protocol is adhered to. 

But if the money is so great as to tempt some to breach the 

protocol, then the benefit-risk profile alters.

For example, in the past, some individuals have enrolled 

in more than one trial at a time, and others have com-

menced a subsequent trial prematurely—and have done so 

solely for the money. Although ECs may have approved the 

research, this is likely to have included stipulations that only 

persons who do not meet exclusionary criteria are allowed 

to participate. If temptingly large sums of money are on 

offer, some individuals, especially those who might regard 

themselves as narrowly outside the eligibility criteria, may 

misrepresent their age, medical history or substance usage 

in order to inveigle themselves into a trial.

Common sense tells us 
that higher levels of payment 
might tempt increasing numbers 
of individuals to take on 
too many risks.
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Proposal

A new proposal for a deferred payment model for use in 

Phase I trials, outlined here, could help minimize the 

chances of undue inducement.

The deferred and uncertain payment model (or “moral 

luck” model) is for reimbursement of expenses together 

with a thank you element derived as a fraction of the norm 

for the trial based on current methods of calculation under 

the wage-payment model, with the addition of one further 

element. This additional element may encourage com-

parison with a lottery, but it is important to note that this is 

only a component of the model. If, as the evidence from the 

TGN1412 trial suggests, that £2000 ($3200 USD) is broadly 

typical of a Phase I trial of its length and complexity, then 

perhaps a quarter of that payment (£500 or $800) would 

cover the reimbursement of expenses and a reasonable 

thank you sum appropriate as one component of the pro-

posed model. Certainly if £2000 was a level of payment that 

unduly induced participation in the TGN1412 trial, it was 

more than an appropriate sum to offer, at least to those who 

could not understand what they were consenting to.

The thank you payment is necessary because otherwise 

there would be no inducement to enter a trial. Classic, ra-

tionalist, economic theory would also recognize that one 

generally prefers a definite payment against a possible but 

uncertain chance of future money (a point that has also 

been demonstrated in a study looking at the response rates 

to differently incentivized surveys13). There thus needs to be 

an effective inducement, but it must not become an undue 

inducement. The thank you payment is at a level that acts as 

an inducement while not being an undue one: It covers the 

basics. It is, at present, a wholly theoretical sum. The actual 

figure should be set at a level that research in a particular lo-

cation indicates can attract sufficient numbers, but no more.

Economic modelling and/or empirical research will un-

doubtedly be needed to arrive at the appropriate amount, 

but once established this sum could even become an indus-

try-wide base for trials commenced in that year.

For the additional element, I am proposing a potential 

future payment, which, if paid at all, will be made some 

years after the participant’s direct involvement in the trial 

has ended, and be dependent on whether the drug is ever 

successfully launched. This future payment could reflect 

perhaps the increase in the share price of the company 

concerned (it being considered practically too difficult to 

disaggregate the effect of the new drug).

For illustrative purposes, let us assume that the share 

price at the time of the participant’s entering the Phase I 

trial was £15 or $24, and the share price at launch (or later) 

was £33 or $53; the difference of £18 or $29, multiplied by 

the sort of amount that the wage-payment model would have 

predicted at the time of the trial, should become payable. 

In this example the payment would be £18 x [£2000 - £500] 

= £27,000 or $29 x [$3200 - $800] = $69,600. As the value of 

shares can go down as well as up, there may in fact be no 

ultimate payment, and knowledge of this should quash any 

undue inducement—as might the fact that so few drugs go 

from Phase I to a successful launch, and of those that do, 

the average waiting time can be 10 or so years.

There is no quick buck to be obtained here—indeed no 

further payment is guaranteed. This is still fair though 

because participants are made aware of this very real pos-

sibility when they enroll, and they are properly compen-

sated by the thank you payment, which itself is couched in 

relation to a level of inducement that manages to attract an 

adequate but not excessive number of participants.

While in theory the share price could rise astronomi-

cally, this unlikely potential should not require ECs to seek 

any cap on the future payment, as this will only rise to the 

same extent as the share price. Any jackpot-sized windfall 

is thus remote—but even then would neither be undue 

(the participant could have invested in the shares anyway) 

nor an inducement (as it could not be known at the time of 

original participation). The tax liability of the participant 

will depend on how a jurisdiction’s tax authorities view the 

windfall. However, because of the remoteness of the wind-

fall the question of taxation should not affect the scheme.

The point is that the participants are not expecting any 

windfall. It might happen, but no one can expect it, and 

something like moral luck determines its payment. The 

sponsor company will not suffer financially because at no 

stage should their outlay be any more than it is at present.

Participants who withdraw, or who are withdrawn, for 

good reason should be eligible for the deferred payment 

in proportion to their involvement, in a similar way to how 

they are currently given pro-rata payments.

Should a small privately owned or a nonprofit concern 

be developing the drug, then the money that might, in this 

model, be used to buy shares, could instead be invested in 

other shares—perhaps in a pharmaceutical sector shares’ 

tracker. If the drug of interest was for an orphan disease or 

for some other reason is unlikely to be profitable, then this 

fact need not be a hindrance to the proposal either, as it is 

the performance of the company (or industry) that will de-

termine eventual payment. However, perhaps the model will 

be thought more useful in some situations than others.

Conclusion
A deferred and uncertain model of payment for research 

participants may offer the prospect of eliminating any 

There needs to be an effective 

inducement, but it must not 

become an undue inducement.
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undue inducement that may mar existing practices. The 

model, based on a drug’s success (and not merely as a lot-

tery among trialists), coupled with the price of shares is 

put forward as a starting point for debate and subsequent 

development. Such a model, when compared with the ex-

isting models, should not tempt volunteers to participate in 

trials where they do not fully appreciate the risks involved.
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How to Improve 
Children’s Research
European community weighs in on 
challenges to pediatric research in 
this survey from EUCROF.

C
linical research is vital to pro-

mote medical knowledge and 

improve medical care. In chil-

dren, clinical trials have re-

sulted in significant improve-

ments in their health care. An example is 

childhood acute lymphoblastic leukemia, 

in which the conduct of multicenter clinical tri-

als has improved the five-year survival rate from 

25% to more than 70%1. Children and adolescents 

represent about 25% of the European population2, 

however, most medicines given to children are 

used off-label.3 In hospital pediatric wards this is 

around 45%4 and in the neonatal intensive care 

setting this can be as high as 90%. The experi-

ence gained in this way is rarely incorporated into 

clinical practice guidelines or medicinal product 

labelling. This off-label use of drugs in children 

represents a danger to the child in terms of poten-

tial under dosing (and possible lack of efficacy) 

and/or overdosing (with resultant toxicity).5 The 

lack of appropriate pharmaceutical formulations 

to allow the effective and compliant administra-

tion of many drugs in children is a further issue.

The Clinical Trials Directive (2001/20/EC) is 

a legislative instrument aimed at providing a ho-

mogeneous legal, ethical, and scientific context 

for the conduct of clinical trials in the EU and was 

expected to simplify clinical trials and, therefore, 

stimulate clinical research. However, its imple-

mentation has not yet had a positive effect on the 

number of studies being conducted in pediatrics.

In January 2007, the EMEA introduced a new 

pediatric medicinal products regulation. It re-

quires that for all medicinal products for which a 

new marketing authorization application will be 

made or for existing drugs covered by a Supple-

mentary Protection Certificate (SPC) where a 

variation to the license will be requested, 

have to be studied in children according 

to a Pediatric Investigation Plan (PIP). 

This has to be agreed on with the EMEA’s 

Pediatric Committee (PDCO), in order 

to generate either positive or negative 

data that will be mentioned in the label. 

A waiver to conduct studies in all or some 

of the pediatric population can be granted if the 

medicinal product is expected not to be safe or 

effective in children, if the indication does not oc-

cur in children, or if the product is not expected 

to represent a significant therapeutic benefit over 

existing products used in children. 

It is noteworthy that the EU implemented the 

Pediatric Law as a Regulation, i.e., as directly 

effective European Law that cannot be modified 

by national authorities. This ensures consistent 

requirements within the entire EU, which may 

encourage the conduct of studies throughout the 

EU in children. In contrast, the Clinical Trials Di-

rective was implemented by the national authori-

ties with some country-specific modifications 

that led to some delay in coming into operation in 

several EU countries and also to some inconsis-

tencies in requirements between countries. 

EUCROF’s role
The European CRO Federation (EUCROF) was 

founded in October 2005 as an umbrella orga-

nization of national CRO associations and rep-

resents the interests of CROs in the EU in close 

communication with regulatory bodies, the phar-
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Martine Dehlinger-Kremer, Marta Mas, Michel Levy, and Philippa Smit-
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maceutical and biotechnological industries, and the medical 

and affiliated research community. It is a nonprofit orga-

nization that promotes clinical research by improving the 

knowledge, competence/expertise, and skills of clinical 

researchers in the EU through networking initiatives and 

information exchange in congresses and meetings. 

In 2007, EUCROF created the Pediatric Working Group 

(PWG). The PWG consists of a group of seven clinical 

research professionals representing The Czech Republic, 

France, Germany, Spain, and The Netherlands.

The first objective of the EUCROF PWG was to analyze 

the current status of pediatric clinical trials in Europe. Re-

sults of an initial survey,6 conducted by the EUCROF PWG 

in 13 EU-countries plus Russia and the Ukraine, which 

addressed the historical situation from 2005 to 2007, re-

vealed that the number of ongoing pediatric trials during 

that period was very low. However, it is expected that the 

EU Pediatric Regulation will stimulate pediatric research, 

as similar legislation has done in the United States, and 

that the number of clinical studies in the various Euro-

pean territories will increase.8

To follow up on this development, the EUCROF PWG con-

ducted a second survey to evaluate the situation in 2008, and 

to determine the main difficulties and constraints in clinical 

research with children experienced by the organizations 

involved and to collect additional and more comprehensive 

information about pediatric clinical trials in Europe. 

This survey was addressed to CROs, pharmaceutical or 

biotechnological companies, Institutional Review Boards/

Ethics Committees (IRB/EC), and in-

vestigators. It aimed to determine the 

respondents’ awareness about the more 

practical aspects of conducting clinical 

studies in children through gathering 

statistics on the number of pediatric 

studies and their nature. The survey 

methodology is included in the sidebar. 

A total of 39 questionnaires from 11 

countries in Europe were evaluated in 

this analysis. A minimum of two and 

maximum of six questionnaires per 

country were analyzed. Most of the re-

sponders were sponsors (pharmaceuti-

cal companies) and CROs, 11 (28%) 

each. A total of nine (23%) respondents 

were from IRBs/ECs and seven (18%) 

were investigators.

Survey results
Experience in pediatrics. Most respondents 

stated that the majority of their experi-

ence was in Phase III clinical trials. Six-

teen of them (41.0%) said this was a good 

experience. The least experience was in Phase I studies, 

where 24 (61.5%) of respondents ticked no experience. The 

most common indications under study were in respiratory 

and endocrinology disorders, infectious diseases, and oncol-

ogy (see Figure 1). Table 1 shows the experience of respon-

dents by study phase and Table 2 the number of trials con-

ducted during the last three years by duration of the study.

Difficult aspects. The most important difficulties in pedi-

atric clinical research were related to protocol development 

and practical issues. More than 50% of the 39 respondents 

considered the following aspects of pediatric clinical studies 

as being difficult or very difficult: “Sampling frequency” 24 

(61.5%), “invasiveness” 23 (59.0%), “obtaining both parents 

presence” 23 (58.9%) or “parents’ consent” 18 (48.7%), and 

“to have sufficient patients to include” 21 (53.8%). A detailed 

table of responses to this question is available online.

Tasks requiring external support. The majority of the re-

spondents would like to have support on protocol develop-

ment. Specifically, 14 (35.9%) of the respondents considered 

external support as “needed” or “maybe needed” in the 

following to obtain appropriate patient derived data: nine 

(23.1%) sampling frequency, eight (20.5%) to determine 

the appropriate use of samples other than blood, seven 

The most important difficulties 
in pediatric clinical research were 
related to protocol development 
and practical issues.

Experience in Pediatric Research by Indication
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Source: EUCROF Pediatrics Working Group, 2008-2009.

Figure 1. Other category includes surgery, nutrition, newborns, infec-
tious intestinal disease, vaccines, and more.
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(17.9%) invasiveness, and 12 (30.7%) composing informed 

consent forms. Advice radiation exposure was considered as 

“needed” or “maybe needed” by seven (18%) of the respon-

dents. See Table 3 for a full list of responses.

Educational activities. Of all responders, 33 (84.6%) were 

interested in participating in educational workshops on 

topics such as the European Pediatric Regulation, ethical 

aspects, writing of the informed consent form, and obtain-

ing informed consent. Interest was greatest in education 

on the conduct of late phase studies, particularly recruit-

ment and retention of subjects, cited by 17 (43.6%) of the 

respondents, and compliance in research with children, 

which was ticked by 18 (46.2%) of the respondents.

Availability of information. The majority of respondents, 

30 (76.9%), considered that there was insufficient informa-

tion available about pediatric clinical trials, while eight 

(20.5%) considered the available information as adequate 

and comprehensive. One did not respond. When asked 

for their preferred in-

formation source, dedi-

cated events was the 

most chosen opt ion, 

with 28 (71.8%) respon-

dents, followed by dedi-

cated Web pages for 26 

(66.7%) respondents. 

A r t icles in ex ist ing 

journals and lectures 

at existing scientif ic 

congresses were both 

preferred by 14 (35.9%) 

of respondents.

Why ped iat r i c  re -

search is not fully de-

veloped. T he disap -

pointing development 

of pediatric research 

was thought to be due 

to recruitment issues, 

cited by four (10.3%) 

respondents, legisla-

tion/administrative 

issues cited by four 

(10.3%) respondents, 

and financial concerns 

ment ioned by three 

(7.7%) respondents . 

Other issues such as 

underestimation of the 

costs by the sponsor, 

difficulties in obtaining 

EC approval and low in-

terest of sponsors were 

mentioned by eight (20.5%) of the respondents.

The future. Finally, the main concerns for the future of 

clinical research in pediatrics were recruitment, given as 

a concern by seven (17.9%) respondents, and legislation/

administrative hurdles, mentioned by eight (20.5%) respon-

dents. Other concerns were slow improvement of legisla-

tion, low investment, parental consent, and the existence of 

extensive regulation cited by 12 (30.8%) of the respondents. 

Discussion and conclusions
The answers obtained in this survey clearly indicate that 

there is a real need for better understanding of the design 

of pediatric clinical trials and the selection of appropriate 

and validated endpoints for pediatric use.

The respondents to the survey have demonstrated their 

interest in obtaining appropriate patient data, through col-

laborating with experienced investigators with appropriate 

site staff, in developing a better understanding on how to 

Number of Trials Over the Last Three Years

0 0-2 2-5 ≥10 Missing

Less than 

2 weeks of 

treatment

3 (7.7%) 10 (25.6%) 7 (18.0%) 0 (0.0%) 19 (48.7%)

From 2 weeks 

to 3 months 

of treatment

4 (10.3%) 4 (10.3%) 11 (28.2%) 3 (7.7%) 17 (43.5%)

From 3 

months to 

1 year of 

treatment

6 (15.4%) 10 (25.6%) 8 (20.5%) 5 (12.9%) 10 (25.6%)

More than 

1 year of 

treatment

11 (28.2%) 6 (15.4%) 6 (15.4%) 2 (5.1%) 14 (35.9%)

Source: EUCROF Pediatrics Working Group, 2008-2009.

Table 2. The number of clinical trials conducted by respondents over the past three 
years by duration of the study.

Experience of Respondents in Research with Children

No 

experience

Poor 

experience

Mild 

experience

Good 

experience Missing

Phase I 24 (61.5%) 4 (10.3%) 3 (7.7%) 3 (7.7%) 5 (12.8%)

Phase II 14 (35.9%) 5 (12.8%) 8 (20.5%) 9 (23.1%) 3 (7.7%)

Phase III 4 (10.2%) 3 (7.7%) 15 (38.5%) 16 (41.0%) 1 (2.6%)

Phase IV 7 (17.9%) 6 (15.4%) 14 (35.9%) 9 (23.1%) 3 (7.7%)

Source: EUCROF Pediatrics Working Group, 2008-2009.

Table 1. How survey respondents rated their own level of experience working within 
each of the four phases of clinical trials (I-IV).
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EC approval, the slow improvement of legislation, and at the 

same time extensive regulations. This leads to the conclu-

sion that more education and sharing of experience with 

pediatric studies is very much desired. 

Survey limitations
The conclusions drawn from the results of this survey may 

be limited. The total number of questionnaires completed 

was insufficient to give a representative picture of the state 

of pediatric research in Europe. Only 39 were completed 

and returned. Those not responding preferred not to di-

vulge information on clinical studies in children or did not 

have time to respond within the time frame. The majority of 

the questionnaires received were from sponsors and CROs. 

The respective sponsors and CROs may not fully oversee 

the development of all the pediatric studies in their territory 

and, therefore, these data may not be necessarily represen-

tative of the situation in the broader Europe.

As a conclusion, the results of the survey have clearly 

demonstrated the need for intensified pediatric research. 

From all the questionnaires received it is clear that addi-

tional education on pediatric studies is desired. 

write a good Patient Information Sheet, in gaining the skills 

to help to keep both parents and their children motivated 

during the trial, and ensuring compliance with the protocol. 

Ethics Committees dealing with applications for pediatric 

trials should include a member who is experienced in both 

clinical trials and specifically studies in pediatric subjects. 

There is a clear need by all parties involved in a study to un-

derstand the ethical aspects of conducting trials in children.

With regards to the design of a clinical trial, the majority 

of the respondents was focused on having a good sample 

size calculation and less invasive procedures.

The need for external support from experienced profes-

sionals such as monitors was evident, but there is also clear 

interest in participating in international workshops focused 

on issues related to the conduct of pediatric trials and Eu-

ropean regulations. The responses to this survey stated 

throughout the insufficient information available on pedi-

atric clinical trials and that there is a desire for dedicated 

events and Web sites to disseminate this information. 

The disappointing development of clinical trials in chil-

dren is ascribed to difficulties with enrollment, underesti-

mation of study costs by sponsors, difficulties in obtaining 

Survey Methodology

The PWG identified sponsors (pharmaceutical and 
biotech companies), CROs, ethics committees (EC), 
and investigators from different European countries. 
Finally, information was obtained from 11: Austria, Bel-
gium, Czech Republic, Finland, France, Germany, Italy, 
Ireland, Portugal, Spain, and the United Kingdom.

The survey instrument was a parametric question-
naire consisting of 11 questions, some of them quite 
complex with up to 30 items or response options. 
Questions used multiple choice and/or scale formats, 
two questions required open-ended answers.

Firstly, respondents were asked four general ques-
tions regarding their role, experience, number of 
pediatric trials performed, and the main indications 
in which they have experience in clinical trials with 
children. Question 5 explored the respondent’s main 
difficulties in conducting clinical research with children 
and question 6 addressed the tasks for which they 
would like to have external support. The questions 
covered a total of seven areas, pharmaceutical devel-
opment, protocol development, regulatory aspects, EC 
collaboration, administration and insurance, and prac-
tical issues. Response options included “very difficult,” 
“difficult,” “easy,” very easy,” and “not assessable” 
for question 5 and “not at all,” “maybe no,” “maybe 
yes,” “yes,” and “not assessable” for question 6. Ques-
tion 7 assessed respondents’ interest in participating 
in an international workshop (training) focussed on 
issues related to pediatric trials. The question explored 
a number of topics of potential interest including 

the European or U.S. Pediatric Regulations, regula-
tory affairs, ethical issues and framework, informed 
consent, indemnity, early phase studies (including 
PK/PD modelling and pharmacokinetics), late phase 
studies (including issues such as protocol, CRF writing, 
endpoints, and statistical issues), and other issues (PIP 
preparation and pediatric pharmacovigilance).

Questions 8 and 9 were focused on the respon-
dent’s opinion on availability of information on pedi-
atric clinical trials and the information source they 
think is the best for information on pediatric clinical 
trials. Finally, question 10 asked “in case clinical tri-
als in children have not been fully developed in your 
country, can you explain the main reasons?” and 
question 11, “What are the main concerns you have 
for the future of clinical research in pediatrics?”

Data collection and analysis

Individual members of the PWG addressed pharma-
ceutical companies, CROs, IRB/EC, and investigators 
in 11 countries, 39 questionnaires were returned. The 
information was gathered between September 1, 
2008, and February 8, 2009.

Data from the completed questionnaires were man-
ually entered into a project database and processed 
using standard approach to data management of 
data from clinical trials (omitting queries generation 
and resolution). Before statistical analysis, data were 
verified by comparing all electronic records with the 
paper originals (quality control).
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Tasks for Which Respondents Would like to Have External Support

Not at 

all

Maybe 

no

Maybe 

yes Yes NA Missing

Pharmaceutical development

To have study drug with appropriate galenic formulation 2 (5.1) 2 (5.1) 3 (7.7) 5 (12.9) 19 (48.7) 8 (20.5)

Protocol development

Sample size calculation 1 (2.6) 4 (10.3) 4 (10.3) 7 (18.0) 14 (35.9) 9 (23.1)

Spare sampling 2 (5.1) 3 (7.7) 2 (5.1) 7 (18.0) 17 (43.6) 8 (20.5)

To define a  placebo group 2 (5.1) 6 (15.4) 3 (7.7) 6 (15.4) 14 (35.9) 8 (20.5)

To have validated and appropriate endpoints for pediatric use 2 (5.1) 2 (5.1) 6 (15.4) 7 (18.0) 14 (35.9) 8 (20.5)

To get appropriate patient derived data 2 (5.1) 2 (5.1) 6 (15.4) 8 (20.5) 13 (33.4) 8 (20.5)

Sampling frequency 0 (0.0) 6 (15.4) 4 (10.3) 5 (12.8) 14 (35.9) 10 (25.6)

Use of samples other than blood 2 (5.2) 5 (12.8) 3 (7.7) 5 (12.8) 16 (41) 8 (20.5)

Invasiveness 4 (10.3) 4 (10.3) 2 (5.1) 5 (12.8) 16 (41) 8 (20.5)

X-ray exposure 2 (5.1) 6 (15.4) 3 (7.7) 4 (10.3) 16 (41) 8 (20.5)

To write the informed consent 4 (10.3) 2 (5.1) 5 (12.8) 7 (17.9) 14 (36.0) 7 (17.9)

Regulatory, IRB, administration & insurance

To get approval from regulatory authority 6 (15.4) 6 (15.4) 5 (12.8) 4 (10.3) 10 (25.6) 8 (20.5)

To get IRB approval 6 (15.4) 6 (15.4) 5 (12.8) 4 (10.3) 10 (25.6) 8 (20.5)

To get appropriate insurance 6 (15.4) 7 (17.9) 4 (10.3) 3 (7.7) 11 (28.2) 8 (20.5)

Practical issues

Finding experienced investigators 6 (15.4) 3 (7.7) 6 (15.4) 5 (12.8) 11 (28.2) 8 (20.5)

Finding qualified sites with appropriate staff 6 (15.4) 3 (7.7) 6 (15.4) 5 (12.8) 11 (28.2) 8 (20.5)

Getting manpower dedicated to the trial 6 (15.4) 4 (10.3) 8 (20.5) 4 (10.3) 10 (25.6) 7 (17.9)

To have sufficient patients to include 5 (12.8) 3 (7.7) 11 (28.2) 4 (10.3) 9 (23.1) 7 (17.9)

Recruiting patients when the product is 
already on the market for adults

4 (10.3) 7 (17.9) 6 (15.4) 4 (10.3) 11 (28.2) 7 (17.9)

Obtaining assent or informed consent from child 7 (17.9) 4 (10.3) 3 (7.7) 5 (12.8) 13 (33.4) 7 (17.9)

Obtaining consent from parents 7 (17.9) 5 (12.8) 3 (7.7) 5 (12.8) 12 (30.9) 7 (17.9)

Obtaining both parents presence 6 (15.4) 3 (7.7) 3 (7.7) 6 (15.4) 14 (35.9) 7 (17.9)

To train the child/parents with constraint of the protocol 7 (17.9) 3 (7.7) 6 (15.4) 5 (12.8%) 10 (25.6) 8 (20.5)

The dialogue with parents during the trial 7 (17.9) 4 (10.3) 4 (10.3) 5 (12.8%) 12 (30.9) 7 (17.9)

To achieve adequate compliance of patients 5 (12.8) 5 (12.8) 6 (15.4) 4 (10.3) 12 (30.8) 7 (17.9)

To keep the child motivated during the trial 5 (12.8) 5 (12.8) 5 (12.8%) 5 (12.8%) 12 (30.8) 7 (17.9)

To keep the parents motivated during the trial 6 (15.4) 4 (10.3) 5 (12.8%) 5 (12.8%) 12 (30.8) 7 (17.9)

Compassionate use 5 (12.8) 1 (2.6) 8 (20.5) 4 (10.3) 14 (35.9) 7 (17.9)

To monitor such trials 6 (15.4) 4 (10.3) 5 (12.8%) 8 (20.5) 9 (23.1) 7 (17.9)

To provide indirect incentive to the patient 4 (10.3) 5 (12.8) 4 (10.3) 5 (12.8) 13 (33.3) 8 (20.5)

Source: EUCROF Pediatrics Working Group, 2008-2009.

Table 3. The survey captured respondents outlook toward external support in three areas: Pharmaceutical 
development, Protocol development, and Regulatory, IRB, administration, and insurance.
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BUSINESS AND PEOPLE UPDATE 
People 

Continuing to serve as 

Sparta System’s (Holmdel, 

NJ) Chief Financial Officer, 

William B. Gerraughty, Jr., 

has also been promoted to 

Chief Operating Officer 

where in addition to 

managing the company’s 

legal and human resource 

departments he will 

also oversee the day-to-

day operations, provide 

planning and resource 

allocation, and advise the 

CEO and management team 

on key planning issues and 

business decisions.

A new position at 

Catalent Pharma Solutions 

(Somerset, NJ), Director 

of Environmental Health 

and Safety for Printed 

Components Business, will 

be filled by Robert Romance.

Working in the regulatory 

affairs sector in areas such 

as wound care, vaccine, 

and pharmaceutical 

manufacturing, Elizabeth 

Vincent will use her past 

experience in her new 

position as Regulatory 

Affairs Manager for Trac 

Services (Camborne, 

England).

Twenty five years of 

experience in clinical 

research and business 

development has landed 

Art Ziegler a job as Vice 

President of Business 

Development for Prologue 

Research (Columbus, OH) 

where he will develop and 

implement marketing and 

sales initiatives, and push 

for the company’s services 

within oncology research 

◗

◗

◗

◗

and in other business areas.

Woodley Equipment 

(Lancashire, UK) has made 

two new additions to its 

team with the appointment 

of David Wood as Medical 

Electronics Manager and 

Joanne Platt as Customer 

Service Representative.

With a background of 

25 years in international 

financial experience and 

10 of those years being 

spent in the biotechnology 

industry, Hervé Duchesne 

de Lamotte was chosen 

to become ExonHit 

Therapeutic’s (Paris, 

France) new Chief Financial 

Officer.

Frontage (Exton, PA) 

has made several additions 

to its team, including 

the appointment of Samir 

Ghodbane, PhD, to the 

General Manager of 

CMC services and CTM 

manufacturing; Daniel Tang, 

PhD, as Vice President of 

DMPK and bioassay for 

China operations; and 

Ron Connolly as Senior 

Vice President of business 

development.

Filling the role of Vice 

◗

◗

◗

◗

President of Strategic 

Alliances for Kforce 

(Tampa, FL) due to a 

promotion, Mark Lanfear 

will become responsible for 

leading client relationship 

management and 

development efforts, as well 

as forging the partnership 

strategy for multinational 

expansion.

After serving as 

senior vice president of 

sales and marketing for 

Brecon Pharmaceutical’s 

(Valley Forge, PA) 

AmerisourceBergen 

Packaging Group sister 

company, Anderson 

Packaging (Rockford, 

IL), Peter Belden will now 

become Brecon’s new 

Managing Director.

Alliances
• Extending on a previous 

agreement, ICON (Dublin, 

Ireland) will continue to 

manage the clinical data 

management outside the 

United States for Eli Lilly 

(Indianapolis, IN).

• Four new task orders 

have been assigned to C-

TASC (Baltimore, MD) by 

◗

the FDA (Silver Spring, 

MD), requesting statistical 

analysis support and data 

conversion services for 

clinical trials.

• An alliance with 

AstraZeneca (Wilmington, 

DE) will assume Quintiles 

(Research Triangle Park, 

NC) with the responsibility 

of delivering the company’s 

clinical pharmacology 

studies worldwide 

and across a range of 

therapeutic areas.

• A multiyear agreement 

with Phase Forward 

(Waltham, MA) will allow 

PharmaNet (Princeton, 

NJ) to offer the company’s 

InForm electronic data 

capture solution to its 

customers worldwide.

• A new, extended contract 

between Medidata Solutions 

(New York, NY) and Shire 

plc (Dublin, Ireland) will 

enable the latter to use 

Medidata Grants Manager 

and CRO Contractor and to 

implement three analysis 

modules to further enhance 

its processes.

• Adding four more years to 

a collaboration that began in 

Art ZieglerElizabeth VincentRobert RomanceWilliam B. Gerraughty, Jr.
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2004, Evotec AG (Hamburg, 

Germany) and Boehringer 

Ingelheim (Ingelheim, 

Germany) will continue to 

work together in the areas 

of CNS, inflammation, 

cardiometabolic, and 

respiratory diseases and 

because of the success 

in those areas will add 

oncology targets.

• To develop six potential 

oncology products in 

Eisai’s (Toyko, Japan) 

R&D pipeline, Quintiles 

(Research Triangle Park, 

NC) will conduct Phase II 

proof-of-concept studies for 

11 solid tumor indications.

• To provide sponsors with a 

global network, particularly 

strengthening services 

in India, Europe, and 

Japan, Tokyo CRO (Tokyo, 

Japan) and Ecron Acunova 

(Bangalore, India) have 

formed a strategic alliance.

Awards
• Executive Vice President 

and Chief Information 

Officer of Quintiles 

(Research Triangle Park, 

NC), William Deam, 

has been named to CIO 

Magazine’s CIO Hall of 

Fame.

• At the 2009 Mass 

Technology Leadership 

Awards held in Boston, 

MA, the Mass Technology 

Leadership Council named 

Phase Forward (Waltham, 

MA) the Private Sector 

Company of the Year.

• Based on its percentage of 

growth and profitability over 

a three year period, Novella 

Clinical (Research Triangle 

Park, NC) was ranked 

number two at the annual 

Fast 50 awards, which 

recognize the 50 fastest 

growing private companies 

in the Triangle region of 

North Carolina. 

• BioAlliance Pharma (Paris, 

France) has won first prize 

in Deloitte’s Technology 

Fast 50 of 2009, which ranks 

France’s fastest growing 

technology companies.

• Meeting the qualifying 

criteria of increasing 

revenues for the past 

three years as an 

independent, privately 

held, for-profit company; 

being headquartered in 

the Cincinnati regions; 

and having a three-year 

operating history, Camargo 

(Cincinnati, OH) walked 

away as one of Cincinnati’s 

55 fastest-growing private 

companies for 2009.

• The Swedish business 

magazine, Veckans Affärer, 

has dubbed TFS Trial Form 

Support International 

(Lund, Sweden) as one of 

the 50 best working places 

in Sweden.

Company News
• Expanding its functional 

sourcing resources 

into Eastern Europe, 

Premier Research Group 

(Philadelphia, PA) intends 

on this presence to provide 

more cost savings for its 

clients.

• Initiated as Pivotal 

Laboratories, ACM Global 

Central Laboratory (York, 

England) is celebrating 

10 years of providing 

central lab services 

throughout Europe.

• Vitalograph 

(Buckingham, England) 

has successfully passed 

its first routine inspection 

by The Medicines and 

Healthcare products 

Regulatory Agency 

(MHRA), with a report of 

zero critical findings, zero 

major findings, and only a 

handful of observations.

• Now with advanced 

nuclear imaging function 

for cardiology clinical 

trials, Perceptive 

Informatics (Boston, MA) 

has expanded its medical 

imaging capabilities.

• Biocair (Cambridge, UK) 

has obtained a new Chinese 

Business License and is 

expanding its operations 

into China.

Mergers/
Acquisitions
• Managing to avoid 

any drastic changes, CTI 

Clinical Trial and Consulting 

Services (Cincinnati, 

OH) has acquired CRS 

Clinical Research Services 

and CRS—Staff Leasing 

Services (Kiel, Germany) 

and will incorporate all of 

the company’s employees 

as well as maintain CRS’ 

headquarters.

• Helping to strengthen 

PPD’s (Wilmington, NC) 

presence in the Asia Pacific 

market is its acquisition 

of Excel PharmaStudies, a 

large contract research 

organization located 

in China. PPD has also 

acquired BioDuro, who 

has a presence in Beijing, 

which will help to expand 

the company into China.

New Facilities
• An investment of 

£2.7 million by Quay 

Pharmaceuticals 

(Bromborough, England) 

is going to provide 

the company with a 

new headquarters and 

manufacturing facility 

located in North Wales, 

where it intends to create 

54 new jobs with support 

from the Welsh Assembly 

Government.

• The opening of a new 

office in Moscow, Russia, 

this past October will 

help to strengthen the 

CRO Ecron Acunova’s 

(Bangalore, India) 

presence in Eastern 

Europe.

• Vetter (Ravensburg, 

Germany) has chosen 

Chicago as the location of 

its new facility based on its 

thriving biopharmaceutical 

region, established 

infrastructure, and talent 

pool of 70,000 to 80,000 

professionals. 

Vetter executives, along with Illinois Biotechnology Industry 
Organization and Economic Development executives, dedicate 
Vetter’s new facility in suburban Chicago.
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Guest Commentary

Decisions in First-
in-Human Trials
Choosing between 
healthy volunteers 
and patients is 
the basis for BIO 
commentary. 

P
atient recruitment is obviously 

a major concern in the conduct 

of clinical trials. Clinical trials 

will be a focus of the BIO Inter-

national Convention, being held May 

3-6 in Chicago, in which sessions will 

address this and other issues such as 

disclosure initiatives, accrual manage-

ment, genomics, and global issues.

Recently, the Biotechnology In-

dustry Organization’s (BIO) Clinical 

Committee provided commentary on 

considerations for deciding between 

healthy volunteers and patients for 

first-in-human (FIH) trials of bio-

therapeutics. Investigators consider 

numerous factors when selecting 

patients or healthy volunteers as 

subjects for FIH studies of biothera-

peutics. Subject safety is critical in 

clinical studies and the administration 

of biotherapeutics is inherently asso-

ciated with risk. Current regulations 

and guidances intend to minimize the 

likelihood that participants in FIH 

studies will experience harm. Numer-

ous practices, however, are used by 

authorities in different institutions 

and by divisions within the FDA. 

Healthy volunteers are preferred in 

situations in which there is little chance 

of the patient benefitting from the treat-

ment or when multiple venipunctures 

could further weaken an already medi-

cally compromised patient. Likewise, 

patients afflicted by the target disease 

or condition are commonly the appro-

priate population when there is a poten-

tial therapeutic benefit. An undesirable 

safety outcome is just as unfortunate 

for a patient as it is for a healthy volun-

teer. It is usually considered inappropri-

ate to treat healthy volunteers if there 

are greater than moderate risks with 

the experimental biologic. Although 

the potential benefit is an attractive no-

tion that facilitates subject recruitment, 

investigators must avoid overstating 

this possibility when a single dose or 

multiple sub-therapeutic doses are the 

most likely treatment.

An underlying severe or life threat-

ening disease may justify greater 

intensity and duration of toxic therapy, 

which may be associated with greater 

potential for both benefit and harm. 

The most obvious examples are inves-

tigational cytotoxic biologic agents, 

which are typically first administered 

to cancer patients refractory to prior 

therapies. Nevertheless, oncologists 

usually administer FIH biologics to 

patients with a terminal disease, even 

if the agent’s safety profile justifies 

administration to healthy subjects, 

which is sometimes the situation with 

more targeted therapies.

Advantages in studying healthy vol-

unteers include greater subject homoge-

neity and less confounding of treatment 

effect by symptoms, signs, lab findings, 

and medications associated with the un-

derlying disease. Further, there are op-

erational efficiencies related to a larger 

pool of potential healthy volunteers 

tolerant of frequent blood sampling that 

supports more rapid recruitment, as 

well as dose escalation.

In addition, scientific considerations 

include the following:

Investigational biologic’s preclinical 

safety profile and the exposure mul-

•

tiples expected between toxic effects 

and pharmacologic effects

The planned therapeutic indication 

or treatment population for the agent 

being studied and the anticipated 

benefit–risk relationship

The redundancy of the target and 

the potential clinical consequences 

of therapeutic ablation or supra-

physiologic stimulation of the target 

being modulated

Potential immunogenicity risk (ani-

mal models with target knockouts 

may be particularly useful in antici-

pating the potential consequences of 

neutralizing antibodies)

The ability to assess modulation of 

pharmacodynamic endpoints and 

the anticipated impact on disease as-

sociated biomarkers. 

Regulatory input
The EMEA recently recommended a 

framework for FIH studies, Guideline 

on Strategies to Identify and Mitigate 

Risks for First-In-Human Clinical 

Trials with Investigational Medicinal 

Products, 2007, which encourages the 

following considerations: 

The investigational product’s pre-

clinical safety profile

The planned therapeutic indication 

or treatment population and the an-

ticipated benefit–risk relationship

The redundancy of the mechanism 

of action and potential clinical conse-

quences of the biologic therapeutic 

antagonizing or augmenting the tar-

get being modulated 

Potential immunogenicity risk

Ability to assess pharmacodynamic 

endpoints and anticipated impact on 

disease associated biomarkers. 

Share your insights and hear from 

your colleagues on this topic and many 

other issues related to clinical trials 

at the 2010 BIO International Conven-

tion. For more, visit http://convention.

bio.org.—John T. Sullivan, MB, ChB, 

FRACP, Executive Director, Global Regu-

latory Affairs and Safety, Amgen, and 

Katie McCarthy, MPH, Director, Science 

& Regulatory Affairs, BIO.
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May

3-5: Immunogenicity for 

Biotherapeutics, San Francisco, 

CA. Contact: IIR

3-6: BIO International 

Convention, Chicago, IL. 

Contact: BIO

4-5: Introduction to Clinical 

Project Management, Boston, 

MA. Contact: Barnett

4-5: Latin America—

Understanding Regulatory 

Compliance Requirements, 

Malvern, PA. Contact: CfPIE

4-6: Biomarker World 

Congress, Philadelphia PA. 

Contact: Barnett

5: Patient Recruitment 

and Retention Conference: 

Real Solutions to Ensuring 
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Representation in Clinical 

Research, TBD. Contact: DIA

5: FDA Clinical Trial 

Requirements, Regulations, 

Compliance and GCP, Newport 

Beach, CA. Contact: SoCRA

6-8: 2nd IMPAKT Breast Cancer 

Conference, Brussels, Belgium. 

Contacts: ASCO

7-8: Pathology of the 21st 

Century Conference, Houston, 
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Forum, Phoenix, AZ. Contact: 

Q1 Productions, (312) 640-
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10-12: PharmaMarketing 
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www.marcusevans.com

10-11: Clinical Project 
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Philadelphia, PA. Contact: 

Barnett

11-12: The Post-Approval 

Summit, Boston, MA. Contact: 

Post-Approval Summit, (617) 621-

6426, www.postapproval.org
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Trials and Clinical Trials 

Practice, Buckinghamshire, UK. 

Contact: ICR

12-14: 12th Annual Medicaid 

Rebates Conference, Orlando, 
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Biotechnology Conference, 

San Francisco, CA. Contact: 

AAPS
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Meeting, TBD. Contact: DIA

17-19: CGMP: Interpretation 

and Application, Stockholm. 

Contact: Key2Compliance, +46 8 

544 81160, key2compliance.com

18-19: Pharmaceutical 

Regulatory Affairs in Africa 

including South Africa, 

Marrakesh, Morocco. Contact: 

Management Forum

19: Patient Recruitment 

Forum, TBD. Contact: ICR

19-20: 11th Annual BioEquity 

Europe, Zurich, Switzerland. 
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19-20: Project Management 

for Bio/Pharmaceutical 

Clinical Operations, Chicago, 
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19-21: Device Research—

Regulations and Guidelines 

for Device Clinical Research, 

San Francisco, CA.Contact: 

SoCRA

20-21: An Essential Guide to 

Clinical Trial Regulations, 

London, UK. Contact: 

Management Forum

20-21: 2nd Conference on 

Clinical Investigator Portals, 

TBD. Contact: CBI

25: Presentation Skills 

for Clinical Research 

Professionals, Buckinghamshire, 
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25-26: 6th Patient Reported 

Outcomes Conference, 

Philadelphia, PA. Contact: CBI

27-28: 5th Forum on Patient 

Reported Outcomes (PRO), 

Philadelphia, PA. Contact: CBI

30-31: Pharmaceutical 

Regulatory Affairs in the 

Middle East, Dubai, ARE. 
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31-June 1: European 

Regulatory Affairs Forum 

2010, TBD. Contact: DIA

June

1-2: 2nd Clinical Trial 

Registries and Results 

Databases, London, UK. 

Contact: CBI

2-4: CMC Regulatory 

Compliance for 

Biopharmaceuticals and 

Biologics, Costa Mesa, CA. 

Contact: CfPIE

4-10: 2010 ASCO Annual 

Meeting, Chicago, IL. Contact: 

ASCO

7-10: 2010 Washington 

Conference, Washington, DC. 

Contact: International Society 

of Pharmaceutical Engineering, 

(813) 960-2105, www.ispe.org

8-9: 3rd Annual Forum 

on Investigator Studies, 

Philadelphia, PA. Contact: CBI

8-9: 6th Annual Medical Device 

and Diagnostic Compliance 

Congress, Boston, MA. 

Contact: CBI

10: Standard Operating 

Procedures (SOPs) 

Development and 

Implementation, Toronto, ON. 

Contact: SoCRA

ASCO: American Society of 

Clinical Oncology,

(571) 483-1300, www.asco.org

Barnett: Barnett International, 

(800) 856 -2556, www.barnett

international.com

BIO: Biotechnology Industry 

Organization, 202.962.9200, 

www.bio.org

CBI: Center for Business Intel-

ligence, (781) 939-2400,

www.cbinet.com

CfPIE: Center for Professional 

Innovation and Education, 

(610) 688-1708, www.cfpie.com

IIR: institute for International 

Research, (888) 670-8200, 

www.iirusa.com

Management Forum:
+44 (0) 1483 0570099,

www.management-forum.co.uk

SoCRA: Society of Clinical 

Research Associates, (800) 

SoCRA92 or 215-822-8644, 

www.socra.org
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A Closing Thought

As required by law, the EMEA has 

agreed with stakeholders on a detailed 

strategy that was published in January 

2008. To date, about 50 existing highly 

diverse networks have been identified. 

About seven are established at the na-

tional level. Many are established in ther-

apeutic areas, with a multinational focus. 

Some perform research in a specific age 

group (i.e., neonates). Most are hospital 

based, which also means that community-

based networks need to be developed.

A first meeting of representatives 

took place in February 2009. There were 

generally high expectations from this net-

work, as the need to collaborate is recog-

nized by pediatricians, and in many cases 

already organized. It was agreed to del-

egate the initial work to two subgroups. 

One currently works on the organization 

and on the organization of the Coordinat-

ing Group defined in the Strategy, and 

the second on establishing the standards 

that will allow all these networks and cen-

ters to work together efficiently.

The main question raised by partici-

pants during the February meeting was: 

What is the added value of the network? 

This is a legitimate question consider-

ing that no funding for research will be 

available from this initiative.

What is the benefit?
In the view of the EMEA, the first added 

value is for the patients, as it will facilitate 

enrollment of children into trials because 

this brings about benefits to them. Re-

search entails risks and these require pre-

vention and/or minimization. However, re-

search also produces benefits that should 

be shared by children, as expressed in the 

ethical principle of distributive justice.

Hopefully, children enrolled in research 

will reap these benefits directly as well as 

indirectly, with faster access to new medi-

cines, and better use based on appropriate 

knowledge on efficacy, safety, and dose, 

whilst benefiting from better safety, due 

to increased monitoring in the trials on 

the one hand, and risk minimization post-

approval, on the other. This will be better 

than receiving untested medicines.

It is also hoped that this pediatric initia-

tive will continue to stimulate the creation 

of networks, as it already did in the last 

five years in several member states. This 

is necessary to include countries or areas 

where currently few pediatric trials are 

taking place, and where scientific re-

search in this population is not high or not 

on the agenda. This will contribute to ca-

pacity building across Europe. These are 

the benefits for researchers and industry.

Sharing research protocols should in-

crease their scientific quality, and trials 

more likely to answer the scientific ques-

tion. Sharing competencies and in some 

cases pooling resources such as audits, 

should also reduce the cost of research 

and improve standards. Multinational 

trials of sufficient size combined with 

full transparency of these trials as man-

dated by the Regulation will decrease 

the number of small trials, which are of-

ten unable to reach statistical power, and 

avoid unnecessary duplication to protect 

this vulnerable population.

At this stage, this may sound like 

wishful thinking but the real life ex-

amples of successful pediatric networks 

demonstrate that the benefits are real 

and achievable in a reasonably short 

time frame. It only requires collabora-

tion from all stakeholders. ❏

T
he recent Pediatric Regulation created a new responsibility for the 

European Medicines Agency (EMEA) to establish a network of 

existing networks, centers, and investigators with competence in 

performing clinical research with children.

Real life examples 
of successful 

pediatric networks 
demonstrate that the 

benefits are real.
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