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That Can Derail Your Trial
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Our Mission

Applied Clinical Trials is the 

authoritative, peer-reviewed 

resource and thought leader 

for the global community that 

designs, initiates, manages, 

conducts, and monitors clinical 

trials. Industry professionals learn 

effective and efficient solutions to 

strategic and tactical challenges 

within the tightly regulated, 

highly competitive pharma ceutical 

environment.

40 Flu, Season, Diseases Affect Trials

Yamin Khan, PhD, Sarah Tilly

Disease incidences 

during the year, as 

well as how seasons 

affect disease 

activity can impact 

subject recruitment 

and become a 

logistical and 

project challenge 

for the clinical trial 

manager.Pediatric Trials: A Worldview

Philippa Smit-Marshall, MD, examines the 

impact that global legislation has had in the 

development of medicines for children, on the 

sponsors and on the trials.
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Pediatric Trials: A Worldview

Philippa Smit-Marshall, MD, provides an 

update on global research in children and 

how  industry and regulatory authorities are 

responding. 
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Web Site Look

Our Web site 

at www.

appliedclinical

trialsonline.com 

received a mini-

makeover for 

the New Year. 

Each week, 

we will update 

our Featured section to bring viewers a 

new article that just published, or one that 

deserves mention again. The Blog, Online 

Extras and News remain on the home page 

for easy access. And soon a news feed will 

be available on the home page that bring 

the latest announced clinical trials results.  

Making Over the Business Model
In her blog, http://blog.appliedclinicaltrialsonline/business, Assistant 

Editor Marissa Shapiro discussed with Consultant Surya Chitra pharma-

ceutical companies’ revisiting their business models. In the resulting poll, 

staff cuts were top, but a return to innovation could be in the offing. 

podcast series

Diabetes & Obesity Series

The obesity drug market is expected to increase from $512 

million in 2008, to $3.2 billion in 2018. This translates into more 

business for sites and CROs that can address the obesity trial 

needs.

Take a listen to Dr. David Orloff, Executive Director of Regulatory 

Affairs at Medpace, as he discusses safety and regulatory issues 

at http://appliedclinicaltrialsonline.com/Orloff.

Peter Joiner, CEO at Madeira Therapeutics, offers insight into 

conducting obesity trials, as well as other trials in children at 

http://appliedclinicaltrialsonline.com/Joiner.

Contents appliedclinicaltrialsonline.com

BLOG

Top in Our Blog
The blog at http://blog.

appliedclinicaltrialsonline.com is gaining 

momentum. The top three accessed blogs for 

the month of December were:

#1 Need a Job? 

#2 Biometric IDs for India’s Trial

     Volunteers?

#3 Web 2.0 Recruitment? 

     Look to Your IRB

Check back everyday for blogs from our

editors, as well as guests!

Continued cuts to staff in favor of outsourcing:

Streamline/focus toward therapeutic areas:

Return to the scientific innovation:

Continued focus on job creation in emerging markets:

Short-term financial goals are the only measuring stick:

48%

As pharma continues to reshape its core business strategies, 
which do you think will be the long-term winner?

10%

29%

5%

10%
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Data Slice and Dice

As information is available in a 

more timely way on the Web, we have 

changed the way we slice and dice the 

content in the clinical trials industry 

for our audience. For example, 

new products. This year, we have 

moved the eShowcase section in the 

magazine to the Web. New software 

announcements from technology 

vendors will be posted to our News 

section on the home page, and also 

aggregated as an eShowcase section 

within our IT Zone, which can be 

accessed from the top tool bar. From 

there, you can conveniently access the 

latest software and version releases.

Another example, clinical trials 

results. In 2007 when I became 

editor of Applied Clinical Trials, we 

discontinued printing those results 

in the publication because there were 

other sources to find results online. 

However, clinical trials results are 

helpful to those searching for new 

business—including sites, CROs, 

and vendors. To that end, we will be 

bringing back clinical trials results in 

the magazine featured by therapeutic 

area. This month we focus on 

oncology because of increased trial 

and development activity there. Next 

month, we will visit pediatrics.

In addition, we added an RSS feed to 

our home page that will automatically 

update with new clinical trials results 

as they are released by pharmaceutical 

companies. We believe this will be a 

service to those interested in the latest 

results. Please note that we are not an 

ICMJE-affiliated journal and do not 

take responsibility for the financial or 

disclosure issues of investigators or 

pharmaceutical companies from which 

these releases hail.

This year, we’re adding additional 

enewsletters in the cardiac safety 

and oncology spaces. Look for the 

Oncology Trials Update to launch 

in February, and the Cardiac Safety 

Update in May. Both will focus on 

the latest information about clinical 

trials conduct in these areas. We look 

forward to bringing these enewsletters 

to you, in addition to our LabViews, 

CRO News, and eClinical News, the 

former EDC News. Also, our DIA 

eShow Daily enewsletter is back to 

bring you the best of this year’s 46th 

Annual Meeting in DC.

Don’t forget to visit our blog site 

at blog.appliedclinicaltrialsonline.

com. Each day the editors and guests 

post a news item, an interesting tidbit, 

interview or helpful information. 

Though it launched in August 2009, 

it has been steadily gaining traction 

with visitors. Add to the discussion and 

participate online.

A
s pharma continues its M&As and figuring how to move 

drugs through the pipeline in 2010, there is no doubt that 

outsourced service providers will be necessary. In the waning 

days of 2009, we saw an uptick in predictive analytics software for 

various modeling (financial, sites, trials), all taking disparate or siloed 

data to form a more concrete view of some aspect of the clinical 

trial. A way to make the future more certain in ways it hasn’t been 

for quite some time. We may not know what this year will bring, but 

at Applied Clinical Trials, we do know we are continuing to bring the 

best of this industry’s authoritative, peer-reviewed articles, as well as 

more news and information to our Web site.

From the Editor

Data in the 
industry along 
with content in our 
magazine and on 
our Web site has 
been realigned 
to offer more 
usability.

Lisa Henderson

Editor-in-Chief

email: lhenderson@advanstar.com

www.appliedclinicaltrialsonline.com
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What Is the Role of the 
FDA Consumer Safety 
Officer?
To this question, a FDA 

media representative 

responded:

“Consumer Safety 

Officers, also referred 

to as ‘Regulatory Health 

Project Managers,’ 

perform management and 

liaison responsibilities 

in conducting records 

maintenance, monitoring 

the work effort and advising 

review team members on 

regulatory requirements 

and coordinating 

information with 

pharmaceutical industry 

officials.”

In other words, they serve 

as the liaison between 

the review team and a 

pharmaceutical company 

in managing a drug 

application, setting-up 

meetings, taking notes, 

keeping everyone informed 

as to deliverables, next 

steps, etc.”

A Challenge-Struck 
Therapeutic Area
Thanks for your recent 

article on “Obesity, Lipids, 

and Diabetes” (October 

2009, pages 22-24). I 

found it to be interesting 

and consistent with my 

observations in the industry.

It is interesting how FDA 

has defined a greater than 

or equal to a 5% weight loss 

to be significant. I think this 

indicates the complexity 

of the issues as well as 

the minimum number of 

potential drugs that may 

be effective in weight loss. 

However, Qnexa, seems to 

be quite effective.

Sunil Gupta

Author

Global Trainer

SAS Base Certified Professional

United Kingdom Institutional Overhead Quartiles
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20% 20%

25% 26%

30%

40%

Actual Overhead

Source: TTC, GrantPlan®  Database, www.ttc-llc.com

Officially Reported 

Overhead
15%

10%

5%

0%
25th 50th 75th

Letters to the Editor

Please send your Letters to the 

Editor, or articles for Peer-Review 

to lhenderson@advanstar.

com.

To Our Readers:

In the December 2009
Corporate Profiles section, 
Parexel was spelled 
incorrectly in its profile 
headline.

As one of the largest
publicly-held CROs, the 
contributions the company 
makes toward the industry 
at large, and the number 
of times the company name 
appears in our publication 
and Web site, we should 
have done a better job 
identifying the error. 
With our sincerest apologies,

The Editors 

Institutional overhead remains one of the more contentious areas 

in clinical grant management. There can be substantial variations in 

these overhead rates from institution to institution with often times 

little immediately evident reason for the differences. Institution 

overhead rates in the United Kingdom seem to reflect that same 

imprecision.

Unlike virtually any other developed country, the United Kingdom 

has a single health care provider, the National Health Service (NHS) 

in England and Wales, with comparable organizations in the other 

parts of the country. Yet overhead rates vary among the institutions 

conducting clinical research for commercial organizations.

Each year TTC reports on the relative costs of clinical grants around 

the world, drawing upon data in the GrantPlan database. Subscribers 

to this database conduct over 76% of all the commercial clinical trials. 

According to the data in GrantPlan, average institutional overhead 

rates in the United Kingdom have averaged around 25% percent 

over the last five years, an average figure substantially higher than the 

average institutional overhead rate, 17%, for the other countries in 

the European Union.  Equally noteworthy is the range in institutional 

overheads across the NHS.

The median (and mean) 

overhead is 25%, with the 

lowest quartile at 20%. The 

highest quartile institutions have 

overheads beginning at 30%. It 

appears that the institutions with 

the highest overheads though 

are the most willing to negotiate 

the actual overhead rate paid by 

the commercial organizations 

conducting research at that 

site. These highest quartile 

hospitals report an official 

overhead 10 points higher than 

actually accepted in the final 

clinical grant.—TTC (for more 

information, please contact help@

ttc-llc.com).

How Overhead Rates Affect Negotiations in the UK 
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Phase III
In a Phase III multicenter, 

randomized, open-label trial 

comparing injectable degarelix 

with leuprolide, 610 prostate cancer 

patients were randomized to a 

starting dose of degarelix 240 mg 

for one month, followed by monthly 

maintenance doses of 80 mg (n=207) 

or 160 mg (n=202), or leuprolide 7.5 

mg/month (n=201). Suppression 

of testosterone to castrate levels 

occurred significantly faster in 

patients receiving degarelix than 

in those receiving leuprolide. The 

study was evaluating Firmagon 

from Ferring Pharmaceuticals, 

randomized to Lupron Depot from 

TAP Pharmaceuticals. Clinicaltrials.

gov identifier is NCT00928434.

In a large Phase III clinical trial, 

Tasigna® (nilotinib) 200 mg 

capsules demonstrated greater 

efficacy over Gleevec® (imatinib 

mesylate) tablets in the treatment of 

adult patients with newly diagnosed 

Philadelphia chromosome-positive 

chronic myeloid leukemia (Ph+ 

CML) in chronic phase. Both 

drugs are marketed by Novartis. 

Clinicaltrials.gov identifier for this 

trial is NCT00802841.

Phase II
GlaxoSmithKline announced 

updated long-term survival data 

from two Phase II studies of 

BEXXAR® (tositumomab and iodine 

I-131 tositumomab) used in either 

patients with previously untreated 

cancer of the immune system 

(follicular lymphoma) or in patients 

with cancer of the lymphocytes (non-

Hodgkin’s lymphoma, NHL) that 

no longer responded to rituximab. 

The first study demonstrated that, 

among 76 patients with previously 

untreated follicular lymphoma, the 

10-year overall survival rate was 83% 

•

•

•

and the 10-year progression-free 

survival rate was 38%. The second 

study of NHL patients experienced 

an overall median survival of 6.7 

years. Clinicaltrials.gov identifier is 

NCT00996996.

Ohr Pharmaceutical Inc. announced 

interim data from its Phase II clinical 

trial of OHR/AVR118 demonstrating 

the drug safely and effectively 

restores strength and vitality to 

patients suffering with cachexia, a 

severe wasting disorder that affects 

late stage cancer patients. The 

company anticipates it will complete 

the Phase II clinical trial and report 

the data by fall 2010. It will then 

request FDA approval to commence 

a definitive Phase III randomized, 

blinded clinical trial. Clinicaltrials.

gov identifier is NCT00765466.

Phase I/II
Onyx Pharmaceuticals’ interim 

results from a Phase Ib/II 006 study, 

demonstrated that carfilzomib, when 

administered with the standard 

therapies lenalidomide (Revlimid®, 

marketed by Celgene) and low dose 

dexamethasone, is active and well-

tolerated in patients with relapsed 

and/or refractory multiple myeloma. 

The clinicaltrials.gov identifier 

for this trial is NCT00603447. A 

large, randomized international 

Phase III clinical trial studying the 

combination of lenalidomide and low 

dose dexamethasone with or without 

carfilzomib is planned for 2010.

Phase I
Ambit Biosciences Corporation 

announced preliminary results from 

its open-label, dose-escalation study 

of its lead product candidate, AC220, 

in acute myeloid leukemia (AML). 

AC220 is a novel, orally available, 

small molecule that was expressly 

optimized as an FMS-like tyrosine 

•

•

•

kinase-3 (FLT3) inhibitor for the 

treatment of AML. The overall study 

population had a median survival 

time of 14 weeks. In 2010, Ambit 

plans to commence several clinical 

studies with AC220, including a 

registration study in AML. The 

clinicaltrials.gov identifier for this 

trial is NCT00989261

SPA/Orphan Drug/
FastTrack Designations

Keryx Pharmaceuticals that it has 

been granted a Special Protocol 

Assessment (SPA) from the FDA for 

the Phase III study of perifosine in 

multiple myeloma. Additionally, the 

FDA has granted perifosine Orphan 

Drug and Fast Track designations 

in this indication. The company 

planned to begin the Phase III trial 

by end of 2009. The Division of 

Hematologic Neoplasia, Dana-Farber 

Cancer Institute was stated to be 

launching the trial. 

Business News
GSK Oncology, the Oncology R&D 

Unit of GSK, and US Oncology have 

entered into a research alliance 

agreement. The agreement calls 

for US Oncology scientists and 

oncologists to provide patient-

oriented insight to the clinical 

researchers at GSK. US Oncology 

professionals will also be critiquing 

and participating in the design of 

future clinical trials. 

The chemotherapy drug Folotyn, 

approved by the FDA in September 

2009 for a rare cancer, is receiving 

attention for its high price, the 

New York Times reported in 

early December. The price is 

approximately $30,000 a month. 

Folotyn, manufactured by Allos 

Therapeutics, is the first approved

continued on page 18

•

•

•

Phase News

ONCOLOGY DRUG ACTIVITY

To see more Clinical Trials Results, visit 

appliedclinicaltrialsonline.com
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Phase News

continued from page 16 

drug for peripheral T-cell lymphoma, 

an aggressive blood cancer 

diagnosed in 5,600 U.S. patients 

a year. Because Folotyn works by 

shrinking tumors, the company 

maintains patients would receive the 

drug for a short time, making the 

total cost of Folotyn less than other 

drugs with lower monthly prices. 

These drugs would include, for 

example, Erbitux for colon cancer 

at $10,000 a month and Avastin at 

$8,800/month for lung cancer.

The Lung Cancer Clinical Trial 

Call to Action campaign was 

launched in November by a group 

•

of patient advocacy organizations 

to match lung cancer patients 

with currently recruiting clinical 

trials. The campaign is supported 

by Boehringer Ingelheim, 

Amgen, AstraZeneca, Genentech 

BioOncology, and Pfizer Oncology. 

The participating advocacy 

groups are Lung Cancer Alliance, 

CancerCare’s lungCANCER.org, 

Uniting Against Lung Cancer, 

National Lung Cancer Partnership, 

LUNGevity and the Respiratory 

Health Association of Chicago. The 

service provider for the matching 

capability is EmergingMed.

The Baylor Charles A. Sammons •

Cancer Cancer Center has become 

a full member of the Southwest 

Oncology Group or SWOG. Baylor 

joined SWOG to provide important 

clinical trials to its patients, as well 

to improve the level of its research.

CEL-SCI has retained the services of 

an unnamed international CRO that 

specializes in late stage oncology 

trials to run its upcoming Phase III 

clinical trial in advanced primary 

head and neck cancers with its lead 

product candidate Multikane.® The 

trial will enroll up to 800 patients 

worldwide to assess overall survival 

when used in conjunction with 

standard of care treatment.

•

The global market in sales for oncology drugs is anticipated 

to expand from around $48 billion in 2008 to more than $85 

billion in 2013. This is based on 2008 data from Cutting Edge 

Information. Currently, more than 4,700 clinical trials are in 

progress for oncology drugs.

John W. Hubbard, PhD, FCP, Global President, ICON 

Clinical Research, had shared in an interview conducted 

in 2009 that ICON was seeing increased activity in the 

oncology space and had in fact added three more oncologists 

to its corporate staff in the United States. Exploring the 

reasons behind the increase, as well as the apparent, but not 

wholesale, migration of oncology trials from academia to 

mainstream trial venues, Hubbard noted the toxicity shift 

in medicines available for cancer treatment. “The older 

drugs were very toxic with side effects that needed to be 

managed,” said Hubbard. “With the newer drugs, they are 

more targeted and the side effects aren’t as bad. And there 

are more of them, so they are moving into a traditional drug 

development model.”

In fact, in a recent survey from US Oncology, 53% of the 

respondents felt that recruiting patients to clinical trials 

for targeted therapies will be less difficult than large-scale 

randomized trials of more traditional cytotoxic therapies. 

The survey respondents included a mix of oncologists (67%), 

and the balance clinical research professionals (33%).

The US Oncology respondents believed that subject 

recruitment for clinical trials is most successful at academic 

medical centers (AMCs), and the reasons given in order 

were: better patient acceptance, large patient population/

database, and more staff.

Meanwhile, getting trials up and running remains a two-

fold problem, one that AMCs may need to heed. The US 

Oncology survey found that regulatory red tape was the 

primary cause that slowed down a trial’s approval. Couple 

that with another study from KMR Group on site contracting 

practices, which found site contract approval time is five to 

six weeks on average, but double for an oncology trial, with 

problems specific to start up. KMR Group attributes the 

lengthened oncology time to both a greater tendency for 

those studies to be conducted at institutional sites, which 

tend to take longer, and the greater complexity of oncology 

protocols, e.g., due to patient issues.

TRIALS IN ONCOLOGY ONLY GOING UP

Medicines in Development For Cancer

Source: modified from PhRMA, Medicines in Development for Cancer, 2009
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                                            132
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T
he New Year has seen the 

introduction of a fresh regime 

at the European Medicines 

Agency (EMEA). Amendments 

to the agency’s organizational 

network, fee structure, and Web 

presence take effect this month.

Among the highlights of the new 

system is the integration of human 

pre- and postauthorization activities 

into one unit. The move is designed 

to guarantee seamless lifecycle 

management of medicines. In addition, 

the creation of a unit for patient 

health protection aims to strengthen 

the EMEA’s focus on drug safety 

monitoring, and a dedicated group for 

the management of product data and 

documentation should help to improve 

the efficiency of data management 

processes (a chart is available at 

http://www.ema.europa.eu/pdfs/

general/direct/organisation.pdf).

Package of change
Since EMEA was established in 

1995 as a decentralized body of the 

European Union with its headquarters 

in London, this is only the second 

major reorganization. The agency 

now brings together the scientific 

resources of over 40 national 

competent authorities in 30 countries 

in a network of more than 4500 

European experts. It has a secretariat 

of approximately 530 staff members, 

whose responsibilities and tasks have 

grown immensely, giving it a stronger 

role in the protection of public and 

animal health in Europe, according to 

Executive Director Thomas Lönngren.

“This package of changes aims 

at preparing the agency for the 

future,” he noted. “The new structure 

reinforces our operational ability to 

deliver on our increasingly complex 

tasks, and our new visual identity 

will help to improve the quality and 

consistency of our communications 

with our partners and the public.”

The EMEA’s growth has been 

underpinned by the creation of 

additional scientific committees and 

advisory groups, which bring with them 

the need for enhanced coordination and 

support, said Lönngren. Legislative 

proposals currently being considered 

by the European Parliament and 

Council are expected to bring further 

responsibilities to the agency.

The EMEA has also revised its 

rules on fees, which came into effect 

on January 1, 2010. They are relatively 

complex and will require careful 

scrutiny by industry, and they take 

into account the changes introduced 

by the new Variations Regulation 

(EC) No 1234/2008. Full details are 

available at www.ema.europa.eu.

The EMEA’s total budget for 2010 

has been fixed at €198,187,000, ($289.8 

million) compared with €194,389,000 

in 2009. This includes forecast fee 

revenues of €152,780,000, against 

€140,966,000 in 2009, and a total 

EU contribution of €37,112,000. The 

addition of 37 new recruits has also 

been approved.

The agency’s priorities for the 

year ahead include strengthening 

the European medicines network, 

cooperating with international 

partners, fostering transparency 

and provision of information, and 

stimulating innovation and improved 

availability of medicines.

Later this month, EMEA will 

release a draft road map for the next 

five years (2011-2015). The document 

will be open to three months’ public 

consultation. The road map focuses 

on improving the operation of the core 

business, addressing public health 

needs, facilitating access to medicines, 

and optimizing the use of medicines.

A new public Web site for EMEA 

is nearing completion and will be 

launched over the coming months. The 

new site is being designed with the 

needs of the public in mind, offering 

improved navigation and search 

functionality and providing better 

access to data on public health issues.

E-mail addresses for staff have also 

changed, and are composed as follows: 

‘forename.surname@ema.europa.eu.’ 

Messages sent to old e-mail addresses 

will continue to be delivered for the 

next year. Finally, reference numbers 

for the Agency’s documents will 

change from “EMEA/123456/2010” 

to “EMA/123456/2010.” The change 

will not have an impact on the 

sequence number or year index where 

an existing document is revised and 

republished.—Philip Ward

EMEA Implements Wave of Changes

Global News

EMEA now brings together the scientific resources 
of over 40 national authorities in 30 countries in a 
network of more than 4500 European experts.
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Research Faces 
Challenges in 2010
Globalization and 
reform initiatives will 
take part in shaping 
biomedical research 
and clinical studies.

T
he global economic downturn, 

the contentious debate over 

national health reform, and im-

portant changes on the regula-

tory front have had a toll on biomedical 

research and new drug development. 

The new year brings optimism for clar-

ity on health care coverage and regula-

tory requirements. National health re-

form legislation either will become law 

in some form, or die a painful death.

The new team heading up the Food 

and Drug Administration will be 

firmly established and eager to imple-

ment new policies and programs. Re-

search sponsors will be consolidating 

operations following major industry 

upheavals. All will be watching key 

trends and developments that will 

shape drug research in 2010:

Pharma globalization. The rising 

importance of overseas markets for 

drugs and medical products is prompt-

ing industry to become more firmly 

established in China, India, Brazil, and 

other newly industrialized nations. Pres-

sure to cut production and research 

costs at home are driving more foreign 

ventures. Tapping these growth mar-

kets involves more industry investment 

in new treatments for malaria, tubercu-

losis, and neglected tropical diseases.

FDA is actively encouraging such 

efforts and is likely to do more under 

commissioner Margaret Hamburg, 

who has a strong background in public 

health and infectious disease. The 

agency is supporting development of 

new tuberculosis treatments to replace 

ineffective old therapies and promoting 

its priority review voucher program as 

a way to stimulate industry R&D.

To better monitor the growing 

volume of pharmaceutical imports 

and foreign clinical trials, FDA also 

is establishing overseas offices and 

doubling the number of foreign inspec-

tions it conducts each year. And a col-

laboration between FDA and European 

regulatory authorities to share inspec-

tion information and conduct joint in-

spections could expand if beneficial.

Invigorating vaccines. The battle 

against infectious disease has spurred 

worldwide investment in vaccine devel-

opment and production, and this surge 

is slated to continue. Global funding of 

a vaccine to combat the H1N1 influenza 

pandemic has financed construction 

of vaccine manufacturing faculties in 

the United States and abroad. New 

vaccines to combat malaria and TB are 

in clinical trials, and scientists remain 

optimistic about moving forward with 

the long-sought vaccine to prevent HIV 

infection. Novel antigens are in the 

works; an anti-smoking vaccine is mov-

ing into late-stage testing; and scien-

tists continue to seek therapeutic vac-

cines for cancer and other conditions.

Drug safety and risk assessment. 

FDA is involved in multiple initiatives 

to ensure the appropriate use of ap-

proved medicines through the product 

life cycle. The FDA Amendments Act 

of 2007 (FDAAA) authorized postap-

proval label changes when new safety 

issues arise and penalties for manu-

facturers that fail to conduct agreed 

upon postmarketing studies. There are 

mandates for a more extensive listing 

of clinical trials and study results on 

the ClinicalTrials.gov public Web site 

and for Risk Evaluation and Mitigation 

Strategies (REMS) governing postmar-

ket prescribing and surveillance.

FDA has approved REMS for almost 

90 products and is formulating a REMS 

for the entire class of extended-relief 

opioid medicines; a more coordinated 

risk management strategy aims to 

ensure continued access to these 

medications for patients suffering from 

chronic pain, while also curbing inap-

propriate prescribing, unintentional 

overdosing, and intentional abuse.

Sponsors, researchers, health pro-

fessionals, and patient groups will be 

watching closely to see how well these 

programs detect and prevent drug 

safety problems, and whether these 

efforts support more FDA flexibility 

in approving somewhat risky new 

products for market. Internally, FDA is 

bolstering its safety assessment capa-

bilities through several initiatives.

A Safety First program in the Cen-

ter for Drug Evaluation and Research 

(CDER) is integrating oversight of 

safety issues by clarifying responsi-

bilities for pre- and postapproval drug 

safety assessment and strengthening 

safety-related policies and procedures. 

Jill Wechsler

is the Washington editor

of Applied Clinical Trials,

(301) 656-4634

jwechsler@advanstar.com

To better monitor pharmaceutical imports and 
foreign clinical trials, FDA is establishing overseas 
offices and doubling foreign inspections each year.

To see more View from Washington articles, visit 

appliedclinicaltrialsonline.com

View from Washington
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The agency’s Sentinel Initiative aims to 

monitor medical product safety more 

effectively through an electronic moni-

toring system linked to health care da-

tabases. Starting with several pilot proj-

ects, the system eventually will be able 

to detect emerging safety problems in 

real time and identify patient subgroups 

experiencing adverse events.

And FDA’s Safe Use initiative, which 

commissioner Hamburg announced 

in November, aims to build partner-

ships with other components of the 

nation’s health care system to ensure 

that medicines are used safely and ap-

propriately. FDA plans to partner with 

other government agencies and with 

health care providers to address situa-

tions that lead to medication errors and 

inappropriate prescribing.

IT adoption. Developing the Senti-

nel System for monitoring drug safety 

requires access to electronic health 

information systems, a prominent goal 

of national health reform. Earlier eco-

nomic stimulus legislation jump started 

this effort by providing $19 billion to 

support use of electronic health records 

by doctors and hospitals and to develop 

standards and systems supporting elec-

tronic health information exchange. 

Electronic databases promise to accel-

erate detection of drug adverse events 

and to streamline data collection from 

clinical trials and population studies.

At the same time, broader access to 

personal health information has gener-

ated demands for stronger protections 

against unauthorized disclosure of 

patient records. The concern for the 

biomedical research community is 

that privacy issues could limit access 

to patient information needed for pre-

clinical and postapproval studies. An 

expert panel organized by the Institute 

of Medicine recommends simplified 

approaches to clinical research that 

utilize a distributed model for health 

surveillance and assessment based 

on the data-sharing capabilities of 

electronic information systems, an 

approach that will gain more notice in 

coming months.

Personalized medicine & com-

parative research. Electronic health 

information systems are critical for 

the development of personalized, or 

individualized, therapies and the diag-

nostics needed to determine who may 

benefit or experience harm from more 

targeted treatments. The shift to per-

sonalized medicine requires access to 

personal health data to recruit research 

subjects who meet increasingly spe-

cific genetic-based enrollment criteria, 

and to identify those individuals who 

should—or should not—receive a treat-

ment based on specific genotype.

Researchers also will be tapping 

health system databases to assess 

outcomes and to compare the risks and 

benefits of medical products. Federal 

agencies are funding a number of com-

parative effectiveness research (CER) 

projects with an eye to assessing a 

broad range of medical treatments and 

strategies. Pharma companies seek 

limits on government-funded studies 

that compare one drug to another and 

focus on cost comparisons, but more 

CER will inevitably highlight compara-

tive prices as well as health benefits.

Prices & pathways. Whatever the 

outcome of health reform legislation, 

prescription drug prices will remain 

in the spotlight. Broader coverage of 

pharmacy benefits could reduce pub-

lic complaints about high drug costs, 

but consumer groups and health care 

providers will continue to complain 

about expensive medicines that block 

patient access to treatment. Both Wall 

Street analysts and patient advocates 

documented record increases in whole-

sale drug prices this past year, despite 

very low inflation. The studies exposed 

manufacturers to charges of jacking up 

revenues in anticipation of tighter con-

trols on pharmacy spending.

Such developments will continue 

to build support for access to generic 

drugs, including follow-on biologics. 

Congress is poised to establish a regu-

latory pathway for approving biosimi-

lars for market, based on agreement 

among generics makers and innovator 

firms on FDA regulatory standards 

and clinical testing requirements. But 

the 12-year exclusivity for innovator 

products sought by biopharma compa-

nies has infuriated generics makers. 

Manufacturers on all sides will be as-

sessing how these policies will shape 

biosimilar development.

More disclosure. “Transparency” 

is a recurrent theme in health reform 

and regulatory matters. Efforts to 

lower drug prices could involve broader 

disclosure of manufacturer rebates and 

discounts negotiated by payers and 

health plans. Congress further seeks to 

shed “sunshine” on drug company pay-

ments to physicians as a way to reduce 

industry influence on prescribers.

More transparency in FDA regula-

tory decisions also is on the horizon. 

Commissioner Hamburg established a 

high-level transparency task force last 

June to identify ways to better inform 

the public about FDA operations—and 

enhance agency credibility in the pro-

cess. The panel headed by FDA Deputy 

Commissioner Joshua Sharfstein is ex-

amining whether FDA should be able 

to disclose when an application is filed, 

withdrawn or turned down by FDA; to 

discuss data in abandoned applications; 

and to reveal the contents of complete 

response letters sent to sponsors.

Also under review is when emerging 

safety information should be disclosed 

and whether early communication 

about ongoing safety reviews would be 

beneficial or raise unnecessary con-

cerns. The panel will issue a report in 

the coming year on what information 

FDA should be able to release on its 

own, and what changes require new 

regulations or legislation. ❏

Whatever the outcome of health reform 
legislation, prescription drug prices will 
remain in the spotlight.

View from Washington
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the quality and consistency of our 

communications with our partners 

and the public.” The public angle is 

becoming a leitmotif of the agency: 

“Communication with the public is an 

important aspect of the agency’s work, 

so it is equally important that we have 

professional communications materials 

to work with. A second objective for 

developing the new visual identity was 

to ensure that the agency’s materials 

communicate to the public a clearer 

message about its role and activities,” 

the agency said as it announced the 

new look.

The new responsibilities
Under executive director Thomas 

Lönngren (who is himself due to leave 

in mid-2010), Patrick Le Courtois 

is now head of human medicines 

development and evaluation. This 

unit is responsible for all activities 

relating to medicines for human use, 

from the development stage right 

through the scientific advice and 

product life-cycle, including special 

requirements for pediatric, orphan, and 

advanced therapy medicinal products. 

It provides the secretariats of many of 

the committees, working parties, and 

scientific advisory groups for human 

medicines, and provides support for 

emerging science questions. It also 

includes the agency’s office for smaller 

companies.

Noël Wathion is head of patient 

health protection, which is now 

responsible for “a proactive approach” 

to pharmacovigilance and risk 

management throughout the lifecycle 

of centrally authorized medicinal 

products for human use. It manages 

EU procedures aimed at reviewing 

the benefit and risk of centrally and 

nationally approved medicines, and is 

T
he European medicines agency 

caught out this columnist at 

the end of last year. Just days 

after the December issue 

went to press, including the directory 

of European regulatory authorities, 

the agency announced a new 

organizational structure.

Among the highlights of the new 

structure, all human pre- and post-

authorization activities have been 

integrated into one unit. The aim 

is to guarantee a more coherent 

management of medicines right 

throughout their lifecycle.

A new unit has been created 

for patient health protection, 

strengthening the agency’s focus on 

safety-monitoring of medicines. In 

addition, all the agency’s management 

processes for product data and 

documentation are to be made more 

efficient through setting up a group 

dedicated to keeping this seamless too.

The reorganization, only the second 

since the agency was created in 1995, 

is a response to the growth in the 

agency’s responsibilities and tasks. The 

number of medicines it oversees has 

increased, its procedures have become 

more complex, and the number of its 

scientific committees and advisory 

groups has rocketed—all bringing the 

need for enhanced coordination and 

support.

The workload is likely to increase: 

the legislative proposals currently 

being considered by the European 

Parliament and Council—on 

toughening up pharmacovigilance, 

providing more product information 

to the public, and combating 

counterfeiting—will each add to the 

agency’s responsibilities.

At the same time, the agency has 

decided to, at last, rectify an absurdity 

in its public profile that this columnist 

has long been a critic of. It has bowed 

to the imperative of common sense, 

and has discarded its pompous legal 

title (European Medicines Evaluation 

Agency) in favor of the working title 

it has always been known by—the 

European Medicines Agency. It has 

modified its Web and email addresses 

accordingly, to www.ema.europa.eu, 

and has replaced the “EMEA” logo with 

a graphic of a pill.

It is also upgrading its Web site, 

which receives 700,000 visits each 

month, with the needs of the public in 

mind, and providing better access to 

information on public-health issues. 

The agency says it hopes its new 

visual identity “will help to improve 

Agency Reorganizes for 
European Future

Peter O’Donnell

is a freelance journalist 

who specializes in 

European health affairs 

and is based in Brussels, 

Belgium.

EMEA hopes its new visual identity will help 
improve the quality and consistency of its 
communications with partners and the public.

EMEA responds to 
more medicines, 
increase in complex 
procedures and 
plethora of committees.
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responsible for crisis management of 

centrally authorized products.

It is this unit that provides 

regulatory and procedural support to 

staff, scientific committees, working 

parties, and experts involved in 

medicines for human use, and that 

provides the secretariats for the 

principal scientific committees. It 

conducts the quality review of product 

information for patients and health 

care professionals, and organizes 

relations with patient groups and other 

outside stakeholders. 

Wathion’s unit is of particular 

interest to readers of Applied Clinical 

Trials because it coordinates 

verification of compliance with 

good clinical (and manufacturing 

and laboratory) practices, and 

pharmacovigilance requirements. It 

is responsible for the implementation 

and operation of the clinical trials 

framework in the EU. It also manages 

suspected quality defects and 

counterfeit medicines and coordinates 

the sampling and testing of centrally 

authorized products, as well as 

operating the schemes for certificates 

of medicinal products and parallel 

distribution notifications.

Under Wathion, Fergus Sweeney 

remains in charge of compliance and 

inspection, and Ana Rodriguez Sanchez 

Beato is responsible for clinical and 

non-clinical compliance.

Responsibilities in action
Meanwhile, the agency has had meatier 

matters to deal with than the design 

of a new logo. Over recent weeks 

and months it has inevitably found 

itself at the center of the European 

response to the H1N1 threat. As of the 

beginning of December, the agency 

started to publish weekly pandemic 

pharmacovigilance updates, to provide 

information on adverse reactions 

reported after the use of centrally 

authorized pandemic influenza 

vaccines and antivirals in the European 

Union. The updates also flesh out 

the information the agency regularly 

published during the year on the 

development and approval of medicines 

for use during the pandemic.

The information is intended to 

support EU institutions and the 

27 member states in what they tell 

doctors and the public, and to provide 

additional input to recommendations 

on the use of vaccines and antiviral 

treatments.

The information on adverse 

reactions in the update comes from 

EudraVigilance, the central database 

on adverse reactions that the agency 

manages, and is based on reports 

from member states and marketing 

authorization holders. The weekly 

update also provides an estimate of 

how many doses of pandemic vaccines 

and antivirals have been administered 

in the European Union, and other 

information that helps put adverse 

reaction reports in context.

So far there are three pandemic 

vaccines—Celvapan, Focetria, 

and Pandemrix—on the market, 

all authorized by the European 

Commission in the autumn.

The agency’s specific 

responsibilities in relation to the 

pandemic include reviewing data 

submitted in support of marketing 

authorization applications for vaccines 

or treatments, monitoring their 

safety, and recommending changes 

to their use or authorization, where 

necessary. It does this in close liaison 

with EU member states, the European 

Commission, the European Centre for 

Disease Prevention and Control, and 

the World Health Organization.

Monitoring strategy
The agency has drawn up a European 

strategy for benefit–risk monitoring 

of H1N1 vaccines, which recognizes 

that only limited data on safety and 

immunogenicity will be available 

when member states start using 

them. The continuous mutation of 

the influenza virus also means that 

the effectiveness of vaccines needs 

constant measurement.

“Active post-authorization 

monitoring of the vaccines will be 

needed to detect and assess adverse 

events following immunization and, 

for each vaccine, the frequency and 

severity of these will need to be 

balanced with the available information 

on their effectiveness,” says the 

agency. It has set out a strategy for 

European collaboration to deal with the 

challenge of different vaccines, doses 

and adjuvants being used in different 

member states, giving rise to distinct 

safety and effectiveness profiles.

As mass vaccination takes place, 

data generated by public health 

centers on safety and effectiveness 

become important for reinforcing the 

identification and evaluation of any new 

issue that may arise, so the strategy 

proposes interactions between health 

professionals, national authorities, 

and the agency, to strengthen the 

monitoring process.

But the main responsibility for 

monitoring safety and effectiveness 

of vaccines remains with vaccine 

manufacturers, the agency insists. 

Specific duties in addition to routine 

regulatory obligations have been 

defined by the agency’s committee of 

human medicinal products, including 

a prospective safety cohort study 

for each vaccine, surveillance of 

adverse events of special interest, 

monitoring of special population 

groups (pregnant women, children and 

immune-compromised), and studies on 

effectiveness and immunogenicity. ❏

As mass vaccination takes place, data generated by 
public health centers on safety and effectiveness.
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deeper understanding about, and new 

directions for a product (e.g., targeted 

subpopulations, new indication areas). 

Context-setting data variables provide 

clinical validation and explanation 

for unusual results and help clinical 

research scientists keep the door open 

for identifying product opportunities.

Preclinical and early-stage clinical 

trials may provide some insight into 

known or suspected comparative 

relationships. But for statistical 

reasons, biostatisticians look to collect 

more data in anticipation of potential 

new interactions that may be observed.

Biostatisticians structure their 

statistical models to measure primary 

and secondary outcomes. They look 

to collect additional data elements 

to explain or adjust their original 

statistical models due to confounding 

variables or interactions that may be 

uncovered during the course of the 

study. Data comparisons aid in the 

discovery of new relationships that were 

not previously known or understood.

Habits and risk
Like most development tasks and 

activities, standard operating 

procedures, templates, and internal 

habits guide protocol design planning, 

review, and approval. Some have 

argued that over time protocol design 

templates have expanded, requiring 

additional data elements without 

revising or streamlining existing ones. 

Others note that out of habit, research 

professionals like to tack on additional 

studies and even “pet projects” that 

may not be central to the original 

protocol. Clinical scientists view senior 

management delays in reviewing 

and approving protocol designs as 

invitations to collect more data.

Clinical research professionals 

recount numerous stories of former 

colleagues, most no longer employed 

S
ponsor organizations of late 

have devoted considerable 

attention to two key clinical 

data-related areas: handling the 

challenge of missing data in clinical 

trials and isolating the small amount 

of clinical data that is generating 

the majority of queries and data 

cleaning. Given focus on optimizing 

drug development budgets, one very 

compelling clinical data-related area 

that has not received much attention is 

the amount of unused data in trials.

In discussions that I’ve had with 

colleagues at meetings and based 

on anecdotal reports, the incidence 

of unused clinical data appears 

substantially higher than expected. 

Sponsors estimate that 15% to as much 

as 30% of all clinical data collected 

is not used in NDA submissions. For 

an average drug, streamlining the 

collection of data to limit and even 

remove the incidence of unused data 

represents approximately $20 to $35 

million in direct drug development 

cost savings.

Although a highly promising 

opportunity, it is clearly easier said 

than done. At this time, few sponsors 

have identified the problem; even 

fewer have been able to isolate data 

elements ripe for removal.

Companies have been reluctant 

to tamper with protocol templates 

and to hold off on collecting any 

data that has even an outside chance 

of being requested by a regulatory 

agency or of generating insights for an 

investigational new drug. Still, unused 

data poses important operational and 

ethical issues that must be considered.

Primary causes
Regrettably little has been written 

about why clinical trial data is collected 

but not used. My colleague Michael 

Kahn and I have discussed primary 

reasons based on our experience 

working closely with clinical research 

professionals: to glean scientific 

insight, to conduct data comparisons, 

out of habit, and for job security.

Clinical research scientists seek 

to collect data in order to obtain a 

complete drug profile and to glean 

insights about a drug. A rich and 

robust source of data provides context 

to explain unusual or unexpected 

outcomes. Clinical research scientists 

reason that the more data collected 

the more fully and optimally the 

results can be interpreted. And, 

research directors and scientists 

look to collect more data in order to 

derive insights that may result in a 

Clinical Trial Insights

To see more Clinical Trial Insights articles, visit 

appliedclinicaltrialsonline.com

With Clinical Data,
Less is More
Reductions in unused 
data will improve study 
performance, lower 
costs, and address 
ethical concerns.
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Four primary reasons why more data is 
collected: to glean scientific insight, conduct 
data comparisons, habit and job security.
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by a sponsor, who either failed to 

collect critical data that in later studies 

was found to be relevant or that was 

requested by a regulatory agency 

late in the development process that 

resulted in a costly delay or even a 

failed submission.

Job security is no doubt a 

major motivation behind research 

professionals wanting to collect more 

data. And clinical research teams 

typically believe that the economics of 

collecting an additional data point or 

two is but a small cost relative to the 

total development cost of a program. 

Companies are unable to predict in 

advance what specific data will not be 

needed. As a result, they collect more 

data as an insurance policy.

Data overload
In previous columns, I have discussed 

Tufts CSDD research documenting 

rising protocol complexity during 

the past decade and its negative 

impact on clinical trial performance. 

Protocol complexity is associated 

with a higher incidence of costly 

protocol amendments and a dramatic 

increase in the number of case report 

form pages from an average of 55 for 

protocols executed in the late 1990s 

and early 2000s to 180 pages for 

those executed in 2008 and 2009. Our 

research also shows that more complex 

protocols hurt patient willingness to 

participate and significantly reduce 

volunteer retention rates.

Numerous factors have contributed 

to growing protocol complexity and 

the increase in the amount of data 

collected. For example, the focus of 

investigational treatments has shifted to 

chronic diseases, where endpoints are 

more difficult and time-consuming to 

measure, and where more procedures 

may be required to demonstrate 

efficacy and quality of life benefit. 

As more is learned about disease 

mechanisms and surrogate markers, 

more needs to be done to test a drug 

and demonstrate its safety and efficacy.

Growing regulatory pressure to 

demonstrate safety has created more 

procedures in earlier phase protocols. 

And competition between drug 

developers has also intensified, leading 

sponsors to gather more data to 

differentiate products within markets.

Ethical issues
A high reported incidence of unused 

data raises a number of critical ethical 

issues: Are study volunteers being 

exposed to unnecessary risk given 

that some data will not be used? Is 

volunteer willingness to participate in 

clinical trials predicated on inaccurate 

information about procedures that will 

be performed and about the expected 

clinical trial results? Are ethical review 

committees making decisions about 

the safety of clinical trials based on 

inaccurate information about data that 

will be collected and, ultimately, about 

the study risks and benefits?

Tufts CSDD research results and 

those published in scholarly research 

journals show that patient willingness 

to participate in trials is influenced 

strongly by protocol design. There are 

direct risks to patients associated with 

the collection of data from invasive 

or potentially harmful and dangerous 

procedures. And there are risks in data 

collected via psychiatric and lifestyle 

questionnaires, for example, that might 

jeopardize employment, insurance 

coverage eligibility, and social status.

Human subject protection 

professionals are charged with 

assessing participant risks versus 

participant and societal benefits. If 

unused clinical trial data poses risk 

that has no counterbalancing benefits, 

then ethical review committees have 

an obligation to detect and remove 

that risk or to reject that protocol. Yet 

meeting this mandate is often beyond 

the technical capabilities of most 

ethical review boards.

Reducing unused data levels
As a first critical step, sponsors need 

to internally assess the severity of 

unused data in their NDA submissions. 

Educating protocol designers is 

another critical step that needs 

to be taken. Requiring research 

professionals to justify the data that 

they want by tying it to incremental 

budget dollars that must be spent to 

obtain that data may go a long way 

toward streamlining protocol design, 

containing costs, and reducing 

demands on sites and patients.

Early and faster protocol design 

review by senior management, 

operating staff, investigative site, 

and IRB personnel may also help 

minimize unnecessary data. Early 

input from regulatory agencies would 

also help. However, sponsors report 

that although regulatory agencies are 

often clear about what data they don’t 

want, they are much less clear about 

explaining what data they do want.

Data elements not directly tied to 

the study objective, the statistical 

plan or specific exploratory analyses 

should be removed from the study. 

Several technology solutions offer 

a methodical and robust approach 

to identify unlinked, and therefore 

potentially unused, data elements. 

These solutions include CDISC’s 

BRIDG and the Trial Bank models, 

both available via the Internet.

It may be impossible to avoid 

having any unused data in trials. Still, 

substantial and potentially avoidable 

financial and operating costs, and ethical 

challenges posed by the high incidence 

of unused data, compel organizations to 

find solutions to this problem. ❏

 

Clinical Trial Insights

A high incidence of unused data raises important 
ethical questions: Are study volunteers being 
exposed to unnecessary risk, for example?
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I
t has been three years since the introduc-

tion of the European Pediatric Regulation,1 

just one of several global initiatives focus-

ing on children’s health. The Regulation 

has the stated aim to protect children and 

improve their health through the conduct of 

formal clinical research in order to increase ac-

cess to innovative medicines and to derive data 

to guide the prescriber in the use of medicines in 

the pediatric population.

Similar objectives are voiced by organizations 

including the World Health Organization 

(WHO), the U.S. Food and Drug Admin-

istration (FDA), and other competent au-

thorities who have also been trying to 

stimulate clinical research in children 

and encourage the conduct of ethical, 

high-quality clinical trials to facilitate the 

timely licensing of medicines, with relevant for-

mulations, in order to protect children from inap-

propriate and often off-label use of drugs licensed 

for adults or from exposing children to poor qual-

ity drugs.

Inevitably, these measures have had an impact 

on the pharmaceutical and biotechnology indus-

tries’ research and development priorities and 

the international clinical trial environment.

Most medicines given to children are used off-

label.2 In hospital pediatric wards this is around 

45%, 3 and in the neonatal intensive care set-

ting this can be as high as 90%. The experience 

gained in this way is rarely incorporated into 

clinical practice guidelines or medicinal product 

labelling. This practice, which often utilizes a 

simple extrapolation of dose from adult experi-

ence based on body weight or body surface area, 

represents a potential safety hazard by causing 

adverse events through overdosing, inefficacy 

through under dosing and the use of inappropri-

ate formulations or substandard medicines.

This is because children differ developmen-

tally, psychologically, physiologically, and hor-

monally from adults. They also experience dif-

ferent health problems or disease patterns than 

adults. The response of children to drugs may 

differ for these reasons and, moreover, genetic 

factors will play a role in the response of a child 

to drugs.4

Regulations and initiatives
In the United States, legislation in place 

since 1979 required pediatric data in la-

belling for medicinal products. Under the 

Best Pharmaceuticals for Children Act 

(BPCA),5 which was made law in 2002, an 

incentive of six months marketing exclu-

sivity can be granted for products studied 

in response to a written request for pediatric 

studies, and is further supported by the Pediatric 

Research Equity Acts (PREA), which first ap-

peared in 1998 as the Final Pediatric Rule, and 

mandates pediatric studies.6

The Pediatric Regulation in Europe was pre-

ceded by the ICH Guidance 11 for conducting 

studies in the pediatric population.7 It also obli-

gates pharmaceutical manufacturers to conduct 

clinical studies in children in accordance with 

an agreed Pediatric Investigational Plan (PIP) in 

return for six-month patent protection.

The Regulation is accompanied by guidance 

documents on various themes in pediatric re-

search (risk management planning,8 ethical con-
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duct of pediatric studies,9 formulations of choice for the 

 pediatric population,10 the role of pharmacokinetics in pedi-

atric drug development,11 and the investigation of products 

in the neonatal population.12

There is concern that the incentives provided by the 

Regulation are potentially insufficient to offset the cost 

of developing drugs for use in children. The European 

Federation of Pharmaceutical Industries and Associations 

has voiced this concern,13 whereas generic manufactur-

ers would prefer to have earlier access to drugs and see 

a shorter protection period. For marketed products, the 

window of opportunity is limited due to patent expiry and 

the cost of a pediatric development may deter companies 

investing in variations including new indications, formula-

tions, and routes of administration. The House of Lords in 

the UK also raised the point that prolongation of the pat-

ent protection would result in increased National Health 

Service costs of between £30 million and £120 million per 

year ($50 million to $200 million) due to the higher price 

of branded products compared to generics.14

The level of experience of clinical investigators in 

conducting research in children meant for regulatory 

submissions—in ethical and consent issues—together 

with a relative lack of experience of Ethical Committees 

in assessing pediatric trials can also impede the execu-

tion of the studies. Probably a better public awareness of 

the need for research in children would increase the level 

of parental commitment for the participation of children 

in trials, and a better understanding of the ethical and 

regulatory framework will reassure parents and carers 

that safeguards are in place to protect their child from un-

necessary exposure to experimental drugs.

Global collaboration 
Harmonization of the principles of clinical research (ICH) 

has been achieved across the three major global territo-

ries of Japan, the United States, and Europe, but pediatric 

regulations or provisions are not yet harmonized or even in 

place across all territories.

The EMEA has contacts with main European pediatric 

societies and has a collaboration with the National Insti-

tutes of Health (NIH) in the United States, the WHO, the 

Japanese National Center for Child Health and Development 

(NCCHD), and existing research networks and centers and 

it collaborates with family/patient organizations.

Of significance has been the establishment of a close col-

laboration between the EMEA and FDA involving exchange 

of information with respect to product-specific pediatric de-

velopment, general issues in pediatric development, safety 

issues such as reporting of adverse drug reactions (ADR) 

in children, and the exchange of statistics from ADR da-

tabases. There is mutual observation of internal pediatric 

meetings, monthly (and as needed) teleconferences, ex-

change of the monthly listing of pertinent applications and 
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EMEA/FDA decisions, and upon 

request exchange of final EMEA 

and/or FDA documents.

In Japan, the Minist r y of 

Health, Welfare and Labor has es-

tablished pediatric drug therapy 

review meetings in order to col-

lect and evaluate literary evidence 

relating to the efficacy and safety 

of drug prescriptions in children. 

Two ordinances provide for the 

acceptance of pediatric data from 

off label use outside Japan and 

for an extension to the review pe-

riod for medicines where pediat-

ric studies have been performed. 

Since November 2009, a pediat-

ric cluster has been developed in 

the Japanese Ministry of Health, 

Welfare and Labor to observe the 

monthly teleconferences between 

the FDA and EMEA. 

These activities, summarized in 

Table 1, promise to harmonize the 

regulations and requirements that 

surround clinical studies in chil-

dren from a regulatory perspec-

tive and avoid the unnecessary 

duplication of studies in children 

and unify the approach to product-

specific pediatric development.

Legislation, initiative impact
In the United States, as of Octo-

ber 31, 2009, the pediatric legisla-

tion has resulted in 950 written 

requests (574 requests from indus-

try and 376 issued by FDA) for 

902 pediatric studies, involving more than 56,000 patients. 

So far studies conducted under the various regulations 

have recruited over 85,000 patients. Three hundred and 

thirty three additional labelling changes on safety, efficacy, 

dosing, and unique risks in children have been achieved 

for 156 active moieties and 163 drugs have been granted 

exclusivity.

By the November 13, 2009, meeting, the Pediatric Com-

mittee (PDCO) at the EMEA reported that they had re-

ceived 614 validated PIP/waiver applications covering 946 

indications [see Table 2]. The majority of 66% were for prod-

ucts not yet authorized, 31% were for variations to an exist-

ing license, and only 3% represented off-patent products. To 

date, 201 positive decisions have been made on PIPs includ-

ing deferrals, 120 on full waivers, and 17 negative opinions 

have been given. Now increasing numbers of modifications 

to previously agreed upon PIPs are being made with 51 

modifications approved up until November 13, 2009. In 

PIPs approved until September 16, 2009, 520 clinical stud-

ies were required to be completed.

The complexity of studies conducted in children has in-

creased, with efficacy and safety studies representing 40% 

of all pediatric studies conducted in 2006 compared with 

25% in 2000.15 Consequently, the cost to conduct clinical 

studies has increased, where the average cost to comply 

with a written request has risen from $3.93 million in 2000 

to $30.82 million in 2006. The time taken to complete clini-

cal studies in children increased as well, from 22.8 months 

in 2000 to 39.7 months in 2006—almost doubling.16

Moreover, the economic return on clinical trials per-

Trial Design

Table 2: The Type of Studies Required 
to be Completed for PIPs

FDA (October 31, 2009) EMEA (September 16, 2009)

Type of Study Number % Number %

Safety and Efficacy 290 33 202 38

Pharmacokinetics 

and safety

258 29 122 23

Pharmacokinetics 

and Pharmacodynamics

76 8 36 7

Safety 141 16 33 6

Non clinical NA - 80 15

Quality NA - 61 11

Other 137 15 NA  

Total 902  534  

Source: derived from published opinions on PIPs from EMEA, Philippa Smit-Marshall, 2009.

 Table 1: Global Pediatric Initiatives
  Organization Initiative

  European Medicines Agency (EMEA) Paediatric Regulation (2007) Patent 

extension in return for paediatric data 

Penalty Marketing Authorisation may not be 

granted.

  Food and Drug Administration (FDA) 1) Best Pharmaceuticals for Children Act 

(2002) Voluntary : 6 month exclusivity

2) Pediatric Research Equity Act (2003)

Mandatory (may qualify for BPCA incentive)

  Japanese Ministry of Health, Welfare

  and Labor 

Ordinance allowing acceptance of foreign 

data pertaining to off label use of medicines 

in children.

Ordinance on registration renewal: 

Extension of renewal period form 6 to 20 

year if clinical data in children available

  World Health Organization (WHO) Better Medicines for Children

Safer Medicines for Children

Make Medicines Child Sized

Source: FDA Web site, Science and Research Special Topics, Pediatrics, 2009. 
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formed under the pediatric ex-

clusivity program in the United 

States was variable, found to be 

between -$8.9 million to $507.9 

million.15 Therefore, not all devel-

opment programs have been off-

set by the rewards provided by 

BPCA and in the future the pos-

sible lack of return on investment 

may in fact deter companies from 

embarking on clinical research in 

children with new or established 

drugs.

Industry and trials impact
The many pediatric initiatives 

have had a significant impact on 

the pharmaceutical and biotech-

nology industries. In particular, 

pediatric development should now 

be provided for earlier in the de-

velopment planning process and in parallel with adult de-

velopment. This requires early consideration of preclinical 

testing, particularly in juvenile animal models, formulation 

development, and the acquisition of pediatric competency 

either within the company or through the use of external 

academic and specialist support such as CROs.

Due to the unique characteristics of the pediatric popu-

lation dif ferent approaches to clinical trial design are 

required. Adaptive designs, stratification, and cross over 

designs are more commonplace, and in pharmacokinetic 

work pharmacodynamic/pharmacokinetic modelling tech-

niques and sparse sampling pharmacokinetic studies 

are often used.11 The age of the patient may dictate blood 

sampling limits and the use of invasive tests. Innovative 

techniques such as micro assays, dry blood spot, and the 

use of other bodily samples and noninvasive investigation 

techniques are often applied.

Disease demographics, language, religion, culture, in-

vestigator–patient relationships, clinical management prac-

tices, and access to health care and medicines are all 

aspects of international trials that require planning in the 

pediatric setting. Without taking these into account, re-

cruitment and retention may not be successful.

There are issues in conducting clinical studies in children 

in emerging territories such as the accessibility to primary 

and secondary care and the existence of health records, 

which are important for eligibility confirmation and source 

data verification. In these regions, the existence of regula-

tory and ethical committee frameworks with experience in 

pediatric studies is not often robust.

The competition for patients is fierce since recruitment 

of children into clinical studies is more difficult than for 

adult studies and more studies are needed. Provisions to 

avoid unnecessary duplication of clinical studies in children 

such as the collaboration between the FDA and EMEA are 

not yet fully effective, with written requests and PIPs re-

peating or requiring different studies.

Increasingly, clinical studies are being conducted in new 

territories to achieve recruitment targets and overcome 

hurdles presented by the competition for patients in conven-

tional countries such as the United States and Western Eu-

rope. There has been a significant increase in the number of 

all studies conducted in these nonconventional regions.17

Recruitment and retention
Of crucial importance in the recruitment and retention pro-

cess is that of obtaining informed consent from parents (one 

or both) and assent from the child. This requires the provi-

sion of good information, trained staff with pediatric experi-

ence, and child friendly environments. An understanding 

of the motivation of parents in allowing the participation of 

their child in a clinical study is also helpful.

The provision of adequate information to parents of legal 

guardians is important in obtaining consent and the provi-

sion of age appropriate information to the child is equally 

important in obtaining assent. There are ethical consider-

ations when conducting studies in diseases where a treat-

ment is already available, where placebo control is relevant, 

and in an emergency setting. All of these affect the willing-

ness to participate in clinical research.

Several studies have investigated the motivation of trial 

participants and have assessed the ability of parents to 

understand and memorize information given to them in 

the consent process. Parents asked to enroll their child in a 
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clinical oncology or HIV study understood the aims, risks, 

benefits, and voluntariness of the study better than alterna-

tive treatments, procedures, and duration of participation18 

[see figure previous page].

In a similar study, mothers of children asked to par-

ticipate in a prospective asthma study reported that they 

were motivated by altruism and the possibility for regular 

check-ups in the clinic. Voluntariness was also important.19 

Forty-four parents or guardians of children participating in 

a different asthma study reported that the most important 

motives for them was learning about their child’s illness 

and helping medical knowledge.19

Finally, in a tertiary care emergency setting, 136 family 

caregivers were asked about their perception of clinical 

research. Eighty-one percent agreed that physicians should 

do research in children, but 18% felt that physicians cared 

more about the research than the patients. Parents were 

significantly more unlikely to endorse research in an emer-

gency setting than in a nonspecified setting.20

Recruitment techniques that respond to these percep-

tions and expectations work best with adequate and ap-

propriate information on clinical research in children. The 

disease and risk benefit of the trial together with parent 

and child friendly environments and adequate time for con-

sideration are important in recruitment and retention. Also, 

transportation availability to investigative sites, facilities, 

and communication in multilingual and multiculture popula-

tions will all affect the quality and timeliness of a trial.

Summary
In summary, pediatric research is increasing in volume and 

has become a global phenomenon. The special challenges 

of clinical studies demand careful planning and resourcing 

if the goals of the initiatives from regulators, governments, 

and health organizations are to be achieved. Integration of 

pediatric drug development in the planning process and as-

sessment of the return on investment is important.

The creation of PIPs requires an understanding of the 

clinical needs in children and what studies are feasible. 

Harmonization of regulatory requirements will hopefully 

lead to a reduced clinical trial burden and an avoidance of 

the overexposure of children to untested medicines. Clini-

cal study risk assessment and contingency planning and 

the careful placement of the studies taking into account cul-

tural, regulatory, and clinical practice differences between 

countries will ultimately determine the success of pediatric 

development.
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S
easonal variation in the incidence of dis-

eases has been observed for centuries, 

dating back at least to ancient Greece, 

and yet scientific understanding of its 

underlying mechanisms remains rela-

tively rudimentary for many diseases.1 

Seasonality is not only an important factor 

in common infectious diseases—such as 

influenza, chickenpox, and measles—but 

also in noninfectious diseases such as 

seasonal affective disorder (SAD) and 

rheumatoid arthritis (RA).

Place that next to clinical development, which 

at the best of times is a complex, long, frustrating 

process in an ever-changing regulatory environ-

ment, and you have an unenviable task for clini-

cal trial managers. Clinical trial managers must 

make considerable logistical decisions and need 

significant depth of knowledge, including but 

certainly not limited to: planning timelines and 

projecting and managing budgets whilst at the 

same time ensuring the delivery of a high-qual-

ity product. However, management for seasonal 

diseases adds to this complexity in regard to 

fluctuations in the incidence of the disease stud-

ied; the recruitment of patients to coincide with a 

particular part of the year (dependent on latitude, 

of course); and the attentiveness to unexpected 

changes in the pattern of the disease and their 

implication on the running of the clinical trial.

Mathematical modelling has provided the ad-

vancement necessary to take the hypotheses of 

seasonality and apply them to the field. Neverthe-

less, given the complexity of seasonality, a seri-

ous limiting factor to quantitative analyses and 

predictive models of disease patterns is the lack 

of long-term disease records with similar data 

collected over a network of spatial locations.2

There are a multitude of complexities associ-

ated with running a clinical trial where a seasonal 

disease is the target, or could impact the 

trial itself. But there are strategies that 

can allow for the control and quality seen 

in less complex trial management to be 

transferred to the ever variable field of 

seasonal diseases [see sidebar page 44].

Incorporating seasonality
The planning and management of timelines are 

key to successfully running a seasonal clinical 

trial. This includes from drafting the study de-

sign through document submissions and patient 

recruitment, to the trial itself. Teams employed 

must be focused, efficient, and resourceful, as 

well as fully trained in the indication studied and 

its seasonality.

This section focuses largely on the discussion 

of infectious diseases. Ultimately, noninfectious 

diseases such as seasonal allergies are much 

more predictable, and the principles discussed 

here can be easily applied. However, the chal-

lenges arise when dealing with infectious dis-

PHOTO: DIGITAL VISION, GETTY IMAGES
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eases where seasonality can be much more volatile and 

where trial management must be both robust and flexible.

Regional profiles also need to be applied when managing 

the global trial. Standard geography subdivides the earth 

into regions by latitude and there are seasonal disease fluc-

tuations between these regions. Data for seasonal influenza, 

for example, can be accessed from the World Health Organi-

zation’s (WHO) FluNet site, which collates global influenza 

data for the purpose of disease information and forecasting.

Recruitment, planning, and timelines
It is common knowledge that almost 50% of delays in trials 

are a result of problems with subject recruitment.11 Natu-

rally, subject recruitment for a seasonal clinical trial needs 

to be completed before the studied indication reaches its 

peak incidence (e.g., for indications with short seasons), and 

perhaps even before the increase in incidence begins if the 

study is to be carried out over the duration of the season.

This alone raises issues. If one is recruiting patients 

for a seasonal indication, before that indication is evident, 

how can a site determine whether a patient will meet the 

inclusion criteria? For some indications, such as seasonal 

allergic rhinitis, inclusion could be based upon the patient’s 

medical records, but for an indication such as influenza 

there is no way of knowing who will contract the virus. In 

these cases, there needs to be a rapid recruitment program 

in place, to enroll patients as soon as the disease is diag-

nosed. It would then be wise to select sites with the capabili-

ties to recruit larger numbers of patients within short time 

frames.

Conducting detailed feasibility for such diseases requires 

a thorough review of the incidence of the disease in previous 

seasons and an assessment of the factors that influenced its 

incidence (e.g., particularly low winter temperatures). It is 

also of utmost importance to submit the trial to additional 

countries, as a delay of one month in obtaining regulatory 

approval in a single country could potentially set the trial 

back by six months. The luxury of extending the patient re-

cruitment period for this type of trial is simply not available.

Study design planning, protocol writing, site selection, 

and investigator training need thorough attention regard-

ing indication awareness, project management, and time 

management. In particular, the following should be noted:

It is paramount to know the peak incidence and peak tim-

ing of the indication in different countries/regions, as this 

may vary considerably within a continent/hemisphere.

The choice of participating countries/regions should be 

carefully selected so that regions with different timings 

of peak incidences and with a high probability of meeting 

the expected timelines can be included.

The start-up should be carried out in phases, that is, not 

all regions at the same time. The aim would be to acti-

vate and give priority to those regions that have the sea-

•

•

•

sonal peak sooner and direct all resources toward that 

region/country, followed by those regions with a later 

peak. This must involve careful project management 

because the regions will be in different phases: start-up, 

recruiting, and recruitment almost exhausted.

Contingency plans should be put in place, taking into ac-

count that if at the beginning of the study the estimated 

predictions are not met, contingency plans are available 

that offer other regions for recruitment and options of dif-

ferent seasonal peaks—occurring later or lasting longer. 

The opposite situation may also occur, though less often: 

If recruitment expectations at the first sites initiated are 

exceeded and global recruitment is therefore able to end 

sooner than expected, additional resources/budget may 

have been wasted on open countries/sites with different 

seasonal peaks that will not ultimately be opened.

Document submissions
With subject recruitment timing being such a key factor, 

it will be essential to submit clinical trial documents to 

the Ethics Committee (EC)/Competent Authority (CA) 

in good time in order to receive approval of a trial before 

the planned start of subject recruitment. Certainly in the 

northern hemisphere, EC/CA members, investigators, and 

patients tend to be on vacation during the summer months, 

and clinical trial approvals (as well as investigator contract 

approvals and patient recruitment) are therefore delayed 

over this time. Submissions must be timed in coordination 

with the EC/CAs, even if it means early submission in or-

der to guarantee trial set-up timelines are met.

Mathematical models and surveillance programs
Mathematical models of infectious diseases have contrib-

uted significantly to scientific understanding of the dynam-

ics of epidemics as they spread through large populations.12 

The traditional model used is the SIR (susceptible-in-

fected-resistant) model.13 This model comprises Susceptible 

individuals (S), Infected individuals (I), and Removed indi-

viduals (R). Each individual begins in the susceptible class, 

only to move to the infected class after coming into contact 

with an infected person. Infected individuals eventually re-

cover from the disease and move on to the recovered class. 

Being “recovered” and unable to be infected once again, 

they are essentially removed from the population and play 

no further role in the dynamics. Epidemics are continu-

ously fueled by the constant supply of new susceptibles that 

arise due to the birth of new individuals.19

•

Trial Design

The study start-up should be 
carried out in phases, that is, not 
all regions at the same time.
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Essentially the SIR model is basic and does not account 

for the many factors that influence seasonal diseases. More 

recently, these factors have been incorporated, including 

seasonality and “skipping dynamics,” the principles of 

which yield promising forecasting tools,18,19 which have the 

potential to be used for managing seasonal trials. Mathe-

matical models have downfalls, as nature is never predict-

able, even if incorporating so-called chaos factors. For one 

particular season, the model may be way off mark, and 

trial start-up and progress based on such a model would 

be thrown out of sync with the disease incidence.

Throughout the world there are a multitude of communi-

cable disease surveillance programs coordinated by bodies 

such as the WHO, the Health Protection Agency, and the 

Centers for Disease Control and Prevention. Communicable 

disease surveillance is the continuous monitoring of the 

frequency and distribution of disease and death due to infec-

tions that can be transmitted from human to human or from 

animals, food, water or the environment to humans, and the 

monitoring of risk factors for those infections.

Significantly, an important part of communicable disease 

surveillance is to detect the occurrence of outbreaks or 

epidemics so that immediate action can be taken to identify 

and control the source (e.g., outbreaks of food poisoning) or 

so that the health service is prepared to deal with increased 

numbers of patients (e.g., in a flu epidemic).19

When managing a seasonal study, it is important to 

maintain good communication with the local, national, and 

international surveillance networks, to time study start up 

appropriately.

Mathematical modelling and disease surveillance are 

intricately linked in the monitoring and control of commu-

nicable diseases, and it would be a serious omission on the 

clinical trial manager’s behalf if these vast resources were 

not utilized in the planning and conduct of a seasonal trial.

Conducting seasonal clinical trials is certainly complex, 

involving intricate time management and disease forecast-

Trial Design
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Top 5 Seasonal Diseases in Brief

Influenza
Influenza or the flu is an acute viral respiratory disease, and probably the seasonal disease that immedi-
ately comes to mind. It is also perhaps of the most profound interest, as it is responsible for much of the 
seasonal variation in other infectious and noninfectious causes of morbidity and mortality.1 In 2008 alone 
there were 70,611 cases of seasonal influenza (influenza A and B) worldwide, with the highest incidence in 
the United States (41,106 cases).3

Allergic rhinitis
Allergic rhinitis (AR) is often undiagnosed. It is characterized by one or more symptoms including sneez-
ing, itching, nasal congestion, and rhinorrhea. Many causative agents have been linked to AR including 
pollens, molds, dust mites, and animal dander. Seasonal allergic rhinitis (SAR) is fairly easy to identify 
because of the rapid and reproducible onset and offset of symptoms in association with pollen exposure,4 
as well as other allergens such as ragweed and fungus. 5

Seasonal affective disorder
Seasonal affective disorder is a form of depression that tends to occur as the days grow shorter during the 
autumn and winter (this is known as winter SAD). Rates of winter SAD have been found to be significantly 
higher at the more northern latitudes.6 

Rheumatoid arthritis
Rheumatoid arthritis, a chronic autoimmune disease that is characterized by pain, stiffness, inflammation, 
swelling, and sometimes destruction of joints, is more often known by its sufferers as a seasonal disease 
than the general public. The weather and seasonal changes are often suggested by patients as causes for 
changes in joint-related symptoms. However, results from scientific studies show discrepancies, with some 
indicating that the winter months cause more severe symptoms,8 and some indicating that the spring 
months cause more severe symptoms.8,9,10

Malaria
Malaria is an acute or chronic disease, however, it is not necessarily the symptoms of disease that are sea-
sonal but the timing and the length of the transmission period. In this case, it is the action taken to pre-
vent the transmission of the disease by the vector (mosquito) that is seasonal, and must coincide with the 
transmission period.





ing requirements. Full planning is paramount, and it has 

been seen that flexible patient recruitment, site selection, 

and document submission plans are necessary for a suc-

cessful seasonal clinical trial. 
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Community

People
The former Vice President 

and Global Head of Quintiles 

eSolutions Business, Scott 

Clark, has now taken on the 

role of Head of Business 

Development for Quanticate 

(Cambridge, MA).

As the new 

General Manager of 

Pharmaceuticals for Exova 

(Edinburgh, UK), Moyra 

Brookes will gain the 

responsibilities for sales 

and future expansion into 

Europe of the company’s 

pharma businesses.

Asteral (Reading, UK) 

has hired Mike Dix as 

Managing Director and 

Sean Williams as Business 

Development Director.

With 25 years of 

successful sales and sales 

management experience, 

Craig Smith has been 

promoted to ClearTrial’s 

(Chicago, IL) Vice 

President of Sales.

Joining DIA (Horsham, 

PA) is Paul Pomerantz, as its 

new worldwide Executive 

Director, who will direct 

DIA’s global operations and 

strategic expansion.

With CRF (Lansdale, PA) 

for eight years, Kristina 

Ernberg has been promoted 

to Director of Program 

Management, and Janet 

Palmieri, with the company 

since 2008, was promoted 

to Senior Director of 

Business Development.

Moving away from 

Hoffmann-La Roche, Klaus 

Rose, MD, accepted an offer 

from Granzer Regulatory 

Consulting & Services 

◗

◗

◗

◗

◗

◗

◗

(Munich, Germany) as a 

principal Consultant.

Joining TAKE Supply 

Chain (Austin,TX) is Tom 

Hernandez as Executive 

Vice President of 

Worldwide Sales.

Alliances
• A multiyear agreement 

will put into effect the 

plans for Gedeon Richter Plc 

(Budapest, Hungary)

to adopt and implement 

Phase Forward’s (Waltham, 

MA) Clintrial.

• To provide sponsors with 

research and technology 

services for faster 

evaluations of treatment 

side effects, Quintiles 

(Research Triangle Park, 

NC) and Cerner (Kansas 

City, MO) have entered into 

an agreement.

• Medidata Solutions (New 

York, NY) announced a 

multiyear contract with 

Bristol-Myers Squibb 

(New York, NY) for use of 

Medidata Grants Manager.

Awards
• Pennsylvania has declared 

Almac (Yardley, PA) as one 

◗

of the “Best Places to Work 

in PA” for 2009.

• Phase Forward (Waltham, 

MA) has won the 2009 

Society for Clinical Data 

Management (SCDM) 

Data Driven Innovation 

Award competition for a 

joint project with customer 

Merck & Co.

• Recognizing the 

company’s therapeutic 

concept for the treatment 

of distinct orphan 

diseases, ErgoNex Pharma 

(Appenzell, Switzerland) 

received the award for 

“European Orphan 

Diseases Entrepreneurial 

Company.”

• In acknowledgement 

of its contributions to 

medical communications, 

Beardsworth (Flemington, 

NJ) is the 2009 recipient 

of the American Medical 

Writers Association’s 

“Harold Swanberg 

Distinguished Service 

Award.”

• ERT (Philadelphia, PA) 

was honored with the award 

for Best New Product for 

its ePRO based suicidality 

monitoring solution 

at the 2009 European 

Outsourcing Awards.

Company News
• A health care informatics 

company, Humedica 

(Boston, MA) has officially 

been launched.

• Since being acquired by 

Street Healthcare Partners 

(Chicago, IL), AAIPharma 

(Wilmington, NC) has 

changed its name to 

ZeeCRO, Inc.

• As part of the reform 

of the health care system 

by the U.S. government, 

Philippe Berna, Chief 

Executive Officer of 

Kayentis (Philadelphia, 

PA), attended a roundtable 

discussion with Governor of 

Massachusetts Deval Patrick 

to discuss how to promote 

widespread HIT adoption.

• Launching resourcing 

services in Switzerland 

and Belgium, i3 Pharma 

Resourcing (Basking Ridge, 

NJ) now provides personnel 

in over 50 countries.

New Facilities
• To increase its presence 

in the North American 

Klaus RoseMike Dix

Community

BUSINESS AND PEOPLE UPDATE 

Moyra BrookesScott Clark
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market, Epistem Plc 

(Manchester, UK) will open 

a U.S. office in Boston, MA.

• To accommodate demand 

in outsourcing of clinical 

supply management 

services, Almac (Craigavon, 

Northern Ireland) has 

completed a 67,000 square 

foot expansion to its North 

Carolina facility.

New Products
• The GenSight Group 

(Doylestown, PA) has 

released GenSight version 

8.0., with features to further 

facilitate enterprise-wide 

portfolio management.

• Releasing OpenClinica 

3.0, Akaza Research 

(Waltham, MA) presents 

the newest version of open 

source electronic data 

capture (EDC) software for 

clinical trials.

• Sage Submissions (San 

Diego) released Sages 

Templates Version 1.1.3, 

with redesigned and 

extended templates.

• Upgrading its software 

in an effort to streamline 

supplier collaboration, 

TAKE Supply Chain (Austin, 

TX) has released Xtended 

Process Control (X.PC) 

5.7dm.

• Octagon Research 

Solutions (Wayne, PA) 

announced the release of 

StartingPoint 4, offering 

new content templates, 

improved functionality, and 

compliance with Windows 7.

The ERT team accepts their award for Best New Product at the 2009 European Outsourcing Awards.

Community
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Products & Services Showcase

Take full advantage and publicize 

your accomplishments today.

ADVANSTAR CUSTOM REPRINTS AND DIGITAL EDITIONS

of articles and features from Advanstar Pharmaceutical and 

Science Reprints publications are powerful marketing tools. 

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

best published work with unmatched third-party credibility. 

Use them to complement marketing initiatives and strengthen 

the value of your brand.
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Pharmaceutical & Science Reprints

MEDICAL EQUIPMENT

MESM
making the industry’s heart beat

tel.  +44 (0) 1257 225469

WWW�MESM�CO�UK��s��sales@mesm.co.uk

Refrigerated 

Centrifuges

Medical

Refrigeration

Medical Equipment Supplies offering Purchase and Hire options

Equipment Service, Calibration, Repairs and Recycling

Sourcing Solutions for your Clinical Trial Equipment  

Medical Equipment Management Outsource Programme

Providing an Effective Cure

For All Your Clinical Trial Equipment 

Offering the Lowest Total Cost Solution

Patient

Monitoring

ECG 

Machines

ROCKWELL 
COMPOUNDING 
ASSOCIATES, INC

� e Specialist in Pharmaceutical Compounding for Clinical Trials

•  Customized Dosages & 
Over-Encapsulation

•  Placebo Controlled Blinded 
Studies

•  Sterile and Non-Sterile 
Services Available

•  Small Medium and Large 
Multi-site Trials

•  Multiple Dosage Forms Available

Capsules, Eye/Ear Drops, 
Nasal Sprays, Enemas, Suppositories, 
and Topical Creams, Ointments, 
Lotions & Transdermals

350 Theodore Fremd Avenue

Rye, New York 10580 • (800) 829-1493

scosentino@rockwellcompounders.com

CONTRACT  SERVICES
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ContraCt serviCes

CliniCal supplies

ContraCt manufaCturing/paCkaging serviCes

Laboratories

Global Drug Sourcing for Clinical Trials

48 EAST MAIN STREET

NORRISTOWN, PA 19401 • USA

+1.610.233.3300 • sales@myoderm.com

www.myoderm.com 

MEETING THE GLOBAL DEMAND FOR 

CLINICAL DRUG SOURCING & DISTRIBUTION

Tel: +44 (0) 8456 777001

Email: sales@woodleyequipment.com

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

• No deposits*

• No minimum hire period*

• A worldwide service

• Full service backup

• Quotation for the hire of

 any equipment

*except large orders

Expertise – Experience – Exceptional Service

Centrifuges

ECG Monitoring
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CCCCeeeennnn tt tt rrrr

Point

Of Care

Your Partner in 

Clinical Trials

The International Equipment 

Rental Specialists

        European distribution
    from our UK warehouse

USA and Canada via our

New Jersey warehouse

eQuipment/rental 

paCkaging serviCes

Laboratories
PK Kits/Material and Logistics Services

Lab Operations Manual Time Point Specific Kits

Pre-printed Specimen Labels Specimen Shipment Logs

Domestic/International

Shipment Tracking/Logistics

Tel:  512.303.1265      Fax:  512.303.1390
www.tcgsupplies.com

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

Tel:  512.303.1265      Fax:  512.303.1390

Contact:  Christine Kazimer: 

800-225-4569, Ext. 2794

email: ckazimer@advanstar.com
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Recruitment

     Place your ad today!
Contact:  Christine Kazimer: 

800-225-4569, Ext. 2794

email: ckazimer@advanstar.com

6gZ�ndj�hZZ`^c\�V�cZl�egd[Zhh^dcVa�X]VaaZc\Z�

l^i]�ViigVXi^kZ�egdheZXih�Vi�V�e]VgbV�XZji^XVa�

XdbeVcn�l]^X]�]Vh�VX]^ZkZY�hjXXZhh�Vi��

Vc�^ciZgcVi^dcVa�aZkZa�VcY�WZZc�cVbZY��

ÆWZhi�ZbeadnZgÇ�hZkZgVa�i^bZh4�

6gZ�ndj�]^\]an�bdi^kViZY�VcY�l^aa^c\�id�iV`Z�

gZhedch^W^a^in�[dg�^ciZgY^hX^ea^cVgn�iVh`h�

l^i]^c�djg�9ZeVgibZci�E]VgbV�XZji^XVa�

GZhZVgX]���9ZkZadebZci4�

>[�hd!�lZ�XVc�d[[Zg�ndj�i]Z�deedgijc^in�id�jhZ�

VcY�[jgi]Zg�YZkZade�ndjg�egd[Zhh^dcVa�h`^aah�

^c�V�YZbVcY^c\�[^ZaY�d[�ldg`#

Ndjg�kVg^ZY�gZhedch^W^a^i^Zh

�� GZhedch^W^a^in�[dg�eaVcc^c\�VcY�XddgY^cVi^dc�

d[�>KGH�$�>LGH�jhZ�^c�\adWVa�Xa^c^XVa�e]VhZ�

>>">K�egd\gVbh

�� GZhedch^W^a^in�[dg�i^bZan�egdk^h^dc�d[�>KGH�$�

>LGH�dc�ig^Va�aZkZa�^cXajY^c\�kZcYdg�X]d^XZ

�� Egdk^h^dc�d[�higViZ\^X�^ceji�id�ig^Va�VcY�

eVX`V\^c\�YZh^\c�Vh�lZaa�Vh�di]Zg�>BE��

hjeean�X]V^c�VXi^k^i^Zh�l^i]�i]Z�\dVa�id�

gZVX]�dei^b^hVi^dc�^c�bjai^"[jcXi^dcVa��

XdaaVWdgVi^dch

�� 9ZkZadebZci!�gZk^Zl�VcY�VeegdkVa�d[�

>KGH�$�>LGH�heZX^[^XVi^dch��dc�ig^Va�aZkZa�

�� IgdjWaZ�h]ddi^c\�[dg�dc\d^c\�ig^Vah

�� EZg[dgb^c\�JhZg�6XXZeiVcXZ�IZhih

�� Egdk^h^dc�d[�XdchjaiVcXn�VcY�ZmeZgi�VYk^XZ�

id�bZbWZgh�d[�8a^c^XVa�Ig^Va�HZgk^XZ�Jc^i�

�8IHJ��VcY�di]Zg�YZeVgibZcih�dc�ig^Va�aZkZa

�� Egdk^h^dc�d[�hjeedgi�Yjg^c\�^ckZhi^\Vi^dch�
dc�>KGH�$�>LGH�gZaViZY�[^cY^c\h

Ndjg�^YZVa�egd[^aZ

I]Z�hjXXZhh[ja�XVcY^YViZ�l^aa�]VkZ�Vc��
jc^kZgh^in�YZ\gZZ�dg�Zfj^kVaZci�ZYjXVi^dc�
\V^cZY�^c�i]Z�e]VgbVXZji^XVa�^cYjhign�Vh�
lZaa�Vh�adc\i^bZ�ZmeZg^ZcXZ�^c�>BE�hjeean�
X]V^c�VXi^k^i^Zh�VcY�WgdVY�`cdlaZY\Z�^c��
hZi�je�VcY�jhZ�d[�>KGH�$�>LGH#

9jZ�id�i]Z�^ciZgcVi^dcVa�cVijgZ�d[�i]Z�iVh`h�
Vc�ZmXZaaZci�XdbbVcY�d[�hed`Zc�VcY�lg^iiZc�
:c\a^h]�^h�cZXZhhVgn#�Ndj�edhhZhh�higdc\�
Xdbbjc^XVi^dc�VcY�egd_ZXi�bVcV\ZbZci�
h`^aah�VcY�i]Z�VW^a^in�id�VXi�dc�dlc�^c^i^Vi^kZh�
Vh�lZaa�Vh�^c�V�iZVb#�

HdjcY�XdbejiZg�h`^aah!�Z#\#�B^Xgdhd[i��
egd\gVbh!�VcY�l^aa^c\cZhh�id�igVkZa�VgZ��
[jgi]Zg�XdgZ�fjVa^i^Zh�[dg�i]^h�edh^i^dc#

9d�ndj�]VkZ�[jgi]Zg�fjZhi^dch4�

Ndjg�XdciVXi�eZghdch/

"� ^c�i]Z�deZgVi^c\�YZeVgibZci!��
@^a^Vc�<gV�bVcc!� ).��%��,(�*&�$�*)�*.�(+

"� ^c�i]Z�eZghdccZa�YZeVgibZci!��
8]g^hi^cZ�GZX]ihiZ^cZg!�
 ).��%��,(�*&�$�*)�*,�,'

>[�ndj�VgZ�hZZ`^c\�deedgijc^i^Zh��

id�ZmeVcY�ndjg�egd[Zhh^dcVa�]dg^odc��

^c�V�[Vhi�bdk^c\�gZhZVgX]"[dXjhZY��

e]VgbVXZji^XVa�XdbeVcn�VcY�ndjg��

egd[^aZ�XdggZhedcYh�id�i]Z�VWdkZ!��

lZ�add`�[dglVgY�id�]ZVg^c\�[gdb�ndj#�

6h�V�XdbeVcn�l^i]dji�WVgg^Zgh��

lZ�lZaXdbZ�Veea^XVi^dch�[gdb�i]Z�

hZkZgZan�Y^hVWaZY�^[�i]Zn�]VkZ�i]Z��

gZaZkVci�fjVa^[^XVi^dch#

LZ�add`�[dglVgY�id�gZXZ^k^c\�

ndjg�dca^cZ�Veea^XVi^dc�"��

eaZVhZ�ZciZg�i]Z�gZ[ZgZcXZ�XdYZ�

)%%'�.&%%�&&$%.�'#

lll#WdZ]g^c\Zg"^c\Za]Z^b#YZ

9^Wbb[d][�Wi�

?LHI�%�?MHI�If[Y_Wb_ij�c%\�

����

KVajZ�I]gdj\]�>ccdkVi^dc

8e[^h_d][h�?d][b^[_c�hWdai�Wced]�j^[�mehbZÉi�(&�b[WZ_d]�f^WhcWY[kj_YWb��

YehfehWj_edi$�Ekh�l_i_ed�Zh_l[i�ki�\ehmWhZ$�?j�^[bfi�ki�je�\eij[h�lWbk[�Yh[Wj_ed�

j^hek]^�_ddelWj_ed�_d�ekh�YecfWdo�WdZ�je�beea�je�j^[�\kjkh[�m_j^�YedijWdjbo��

h[d[m[Z�Yecc_jc[dj�WdZ�WcX_j_ed$

8e[^h_d][h�?d][b^[_c�F^WhcW�=cX>���9e$�A=�_d�8_X[hWY^�_i�j^[�ceij�_cfehjWdj�

h[i[WhY^�WdZ�Z[l[bef�c[dj�i_j[�e\�j^[�mehbZm_Z[�8e[^h_d][h�?d][b^[_c�9ehfe�hW�j_ed�

WdZ�j^[�YecfWdoÊi�Y[djh[�\eh�X_ej[Y^debe]_YWb�Z[l[befc[dj�WdZ�cWdk\WYjkh[$



March
1–2: Good Clinical Practice for 

Medical Device Investigations, 

Malvern, PA. Contact: CfPIE.

1–3: Applied cGMPs for 

Pharmaceutical and Allied 

Industries, Burlngame, CA. 

Contact: CfPA.

2: 2nd African Regulatory 

Conference, Johannesburg, 

South Africa. Contact: DIA.

3–5: The Drug Development 

Process—From Discovery to 

Commercialization, Berlin, 

Germany. Contact: CfPIE.

3–6: 27th Annual Miami Breast 

Cancer Conference, Miami, FL. 

Contact: ASCO.

5–7: Genitourinary Cancers 

Symposium, San Francisco, CA. 

Contact: ASCO.

8–9: European Pharmaceuti-

cal Reimbursement & Market 

Access Conference, London, 

UK. Contact: Q1 Productions.

8–9: Practical Biostatistics 

for the Non-Statistician—The 

Basics, New Brunswick, NJ. 

Contact: CfPA.

8–9: Patient Recruitment in 

Clinical Trials, Philadelphia, PA. 

Contact: CHI.

8–9: Electronic Data in Clinical 

Trials, Philadelphia, PA. Contact: 

CHI.

8–10: 22nd Annual EuroMeet-

ing, Monaco, France. Contact: 

DIA.

8–10: Good Clinical Practices 

(GCPs), Berlin, Germany. 

Contact: CfPIE.

8–11: Summit for Clinical Trials 

Operations Executive (SCOPE), 

Philadelphia, PA. Contact: CHI.

9–10: ESMO Conference on 

Sarcoma and GIST, Milan, Italy. 

Contact: ASCO.

9–10: The EU Clinical Trial 

Directive, Malvern, PA. 

Contact: CfPIE.

10–12:  Good Laboratory 

Practices, Amsterdam, The 

Netherlands. Contact: CfPA.

10–12: The CTD/eCTD: Building 

the Marketing Application 

Throughout Clinical Develop-

ment, Malvern, PA. Contact: 

CfPIE.

15–16: 2nd Annual Bio/

Pharmaceutical Drug Safety 

Forum, Philadelphia, PA. 

Contact: CBI.

15–16: Clinical Trials Design 

for Medical Devices, Malvern, 

PA. Contact: CfPIE.

16–17: Good Pharmaco-

vigilance Practice, Cambridge. 

Contact: BARQA.

16–17: Implementing Good 

Clinical Laboratory Practice, 

Cambridge. Contact: BARQA.

17: Ethics & GCP Forum, TBD. 

Contact: ICR.

17–19: Technical Writing or 

Pharmaceutical, Medical Device 

and Biotech Industries, Malvern, 

PA. Contact: CfPIE.

17–19: Conducting Effective 

Quality Audits, Amsterdam, The 

Netherlands. Contact: CfPA.

17–21: 14th Annual Interna-

tional Congress on Hemato-

logic Malignancies, Whister, 

British Columbia. Contact: 

ASCO.

18–19: 3rd Annual Clinical Trial 

Management Systems (CTMS), 

Philadelphia, PA. Contact: CBI.

19–21: 2nd African Middle 

Eastern Congress On Digestive 

Oncology, Alexandria, Egypt. 

Contact: ASCO.

21–23: ACDM Annual Confer-

ence 2010, Northhamptonshire, 

UK. Contact: Association for 

Clinical Data Management, +44 

1727 896080, www.acdm.org.

uk.

22–23: 9th Annual Forum on 

eMarketing for the Pharma-

ceutical Industry, Philadelphia, 

PA. Contact: CBI.

22–23: Overview of FDA 

Regulatory Compliance for 

Medical Devices, Dublin, 

Ireland. Contact: CfPIE.

22–25: ISPE Milan Conference, 

Milan, Italy. Contact: ISPE.

23–24: Clinical Trials for 

Pharmaceuticals: Design and 

Development, Philadelphia, PA. 

Contact: Barnett.

23–25: Effective Clinical Trial 

Project Management, Bucking-

hamshire, UK. Contact: ICR.

24–25: Data Management in 

the Electronic Data Capture 

Arena, Boston, MA. Contact: 

Barnett.

24–25: Conducting Clinical 

Trials in Emerging Regions, 

Boston, MA. Contact: Barnett.

24–25: 3rd Comparator Studies 

Conference, Philadelphia, PA. 

Contact: CBI.

25–26: 2010 RAPS Horizons 

Conference & Exhibition, Balti-

more, MD. Contact: Regulatory 

Affairs Professionals Society, 

(301) 770-2920, www.raps.org.

26–27: Seventh International 

Symposium on Ovarian 

Cancer and Other Gynecologic 

Malignancies, New York, NY. 

Contact: ASCO.

29–30: Medical Device 

Research and Development 

Conference, San Mateo, CA. 

Contact: Q1 Productions.

Calendar of Events

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

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

ASCO: American Society of 

Clinical Oncology, 

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

BARQA: British Association 

of Research Quality Assurance, 

+44 1473 221411, www.barqa.

com

Barnett: Barnett International, 

(800) 856 -2556, www.barnett

international.com

CBI: Center for Business Intel-

ligence, (781) 939-2400, www.

cbinet.com

CfPA: Center for Professional 

Advancement, (732) 238-1600, 

www.cfpa.com

CfPIE: Center for Professional 

Innovation and Education, 

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

CHI: CambridgeHealth Insti-

tute, (781) 972-5400, 

www.healthtec.com

DIA: Drug Information Associa-

tion, (215) 442-6100, www.

diahome.org

ICR: Institute of Clinical 

Research, +44 1628 899755, 

www.instituteofclinical

research.com

IIR: Institute for International 

Research, (888) 670-8200, 

www.iirusa.com

ISPE: International Society of 

Pharmaceutical Engineering, 

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

Q1 Productions: (312) 640-

6000, wwwqiproductions.com

ISPE: International Society of 

Pharmaceutical Engineering, 

(813) 960-2105, www.ispe.org
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ACM Global Central Laboratories . . . . 41

ALMAC Group . . . . . . . . . . . . . . . . . . . . 29

AtCor Medical  . . . . . . . . . . . . . . . . . . . 35

Barnett Educational Services. . . . . . . . 31

Biomedical Systems . . . . . . . . . . . . . . . 45

CBI  . . . . . . . . . . . . . . . . . . . . . . .47, 57, 59

CareFusion . . . . . . . . . . . . . . . . . . . . . . 25 

Chiltern International Ltd . . . . . . . . . . 15

DaVita Clinical Research.  . . . . . . . . . . 13 

ERT . . . . . . . . . . . . . . . . . . . . . . . . . . . . 60

IDIS . . . . . . . . . . . . . . . . . . . . . . . . . . . . 23 

ICON Medical Imaging . . . . . . . . . . . . . 27

IIR (Institute for International 

   Research)  . . . . . . . . . . . . . . . . . . 50, 55 

INTERLAB Central Lab

   Services—Worldwide . . . . . . . . . . . . 17

Kendle  . . . . . . . . . . . . . . . . . . . . . . . . . .11 

MDS Pharma Services . . . . . . . . . . . . . . 3

Medpace, Inc . . . . . . . . . . . . . . . . . . . . 43

Novella Clinical  . . . . . . . . . . . . . . . . . . . 9 

PAREXEL International  . . . . . . . . . . . 2, 7

Perceptive Informatics  . . . . . . . 5, 19, 21

RadMD . . . . . . . . . . . . . . . . . . . . . . . . . 46 

Rules-Based Medicine . . . . . . . . . . . . . . 1

Spectra Clinical Research  . . . . . . . . . . 39

Vitalograph  . . . . . . . . . . . . . . . . . . . . . 37 

April
6: Clinical Trial Administration: 

an Introduction, 

Buckinghamshire, UK. Contact: 

ICR.

7–9: Active Pharmaceutical 

Ingredient (API) and Drug 

Product Specifications, 

Malvern, PA. Contact: CfPIE.

8–9: Quality System 

Regulation for the Medical 

Device & Biotech Industries, 

Malvern, PA. Contact: CfPIE.

7–9: Medical Radiations: 

Research and Applications—

RMRA 2010, Marrakech, 

Morocco. Contact: ASCO.

12–13: Project Management 

for the Phase III and LCM (Life 

Cycle Management) of the 

Drug Development Process, 

Dublin, Ireland. Contact: CfPIE.

12–13: 2nd Annual Intellectual 

Property for the Medical 

Device Industry Conference, 

San Mateo, CA. Contact: Q1 

Productions.

12–14: 14th Annual EDC & 

Beyond, Orlando, FL. Contact: 

IIR.

12–14: 7th Annual Project 

Management for the Drug & 

Device Industry, Orlando, FL. 

Contact: IIR.

12–14: 19th Annual 

Partnerships in Clinical Trials, 

Orlando, FL. Contact: IIR.

13: 4th Clinical Supply 

Forecasting Summit, 

Philadelphia, PA. Contact: ExL 

Pharma, (888) 221-6750, www.

exlpharma.com.

14–15: Biopharmaceutical 

Change Control, San Diego, CA. 

Contact: CHI.

14–16: CMC Regulatory 

Compliance for 

Biopharmaceuticals and 

Biologics, Berlin, Germany. 

Contact: CfPIE.

15–16: Advanced Good Clinical 

Practice, Philadelphia, PA. 

Contact: Barnett.

19–20: cGMP Quality Principles 

for Pharmaceuticals, 

Biopharmaceuticals, Biologics 

and Medical Devices, Dublin, 

Ireland. Contact: CfPIE.

19–20: ISPE India Affiliate 

Annual Meeting 2010, Mumbai, 

India. Contact: ISPE.

20–21: Pediatric Clinical Trial 

Design—Ethics, Management 

and Regulatory Requirements, 

Malvern, PA. Contact: CfPIE.

19–21: QA/QC Strategy for 

Biopharmaceuticals and 

Biologics, Berlin, Germany. 

Contact: CfPIE.

22–23: Medical Device GCP 

Overview, San Francisco, CA. 

Contact: Barnett.

22–23: Pharmaceutical and 

Biopharmaceutical Quality 

Control Laboratories—A 

Regulatory Compliance 

Primer, Dublin, Ireland. Contact: 

CfPIE.

22–23: Medical Devices—EU 

Directives, Guidance, CE 

Marking and ISO Standard 

Certifications, Berlin, Germany. 

Contact: CfPIE.

23–27:  ACRP Global Confer-

ence and Exhibition, Tampa, FL. 

Contact: Association of Clinical 

Research Professionals, (703) 

254-8100, www.acrpnet.org.

25–27: BIT Life Sciences’ 

Annual World Cancer Congress 

(WCC)-Breast Cancer Confer-

ence, Shanghai, China. Contact: 

ASCO.

26–27: Mastering Cost 

Management for Global 

Clinical Trials, Philadelphia, PA. 

Contact: Barnett.

26–27: 9th Annual Forum on 

Patient Adherence, Compliance 

and Persistency, TBD. Contact: 

CBI.

26–27: Future Diagnostics, 

Irvine, CA. Contact: CHI.

26–27: The EU Clinical Trial 

Directive, Berlln, Germany. 

Contact: CfPIE.

27–28: 5th Forum on Clinical 

Trial Registries and Results 

Databases, Washington, DC. 

Contact: CBI.

28–May 1: 2nd European Lung 

Cancer Conference, Geneva, 

Switzerland. Contact: ASCO.

28–29: Management Essentials 

for Clinical Research 

Professionals, Buckinghamshire, 

UK. Contact: ICR.

29–30: Strategic Practices 

in Critical Care Medicine, 

Houston, TX. Contact: ASCO.

Calendar of Events
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Cardiac Safety: Cost to Trials

Improvements in 
data quality and data 
capture and reduced 

workload for sponsors 
and sites are evident.

Amy Furlong
Executive Vice President
Cardiac Safety Operations, ERT
www.ert.com

To see more A Closing Thought articles, 

visit appliedclinicaltrialsonline.com

A Closing Thought

The FDA implemented the ICH E14 

guidance document to provide recommen-

dations to sponsors on the design, con-

duct, analysis, and interpretation of clini-

cal studies that assess the cardiac effects 

of new drugs. The guidelines recommend 

that a Thorough ECG Trial (TET) should 

be utilized and if any cardiac concerns are 

raised, Phase III trials will then require 

more robust or intense ECG collection.

Centralized vs. decentralized
Traditional ECG data gathering methods 

use a decentralized model. A decentral-

ized system is typically carried out 

across multiple investigator sites using 

local ECG machines with paper print-out 

assessments. Using different model ma-

chines at different sites means that data 

is often inconsistent as not all machines 

use the same methods for calculating the 

resultant data. Also, different site inves-

tigators’ interpretation of the results and 

transcription errors can create further 

inconsistencies in ECG results.

A centralized approach uses digital 

ECGs and a core laboratory, handling 

the work carried out by sponsors, CROs, 

and individual monitoring sites. The core 

lab typically provides all ECG equipment 

to sites ensuring complete consistency 

throughout the trial, a faster reading 

process, and elimination of transcription 

and misinterpretation errors. Each ECG 

is evaluated by a qualified cardiologist to 

ensure data quality and integrity.

Key costs associated with centralized 

ECG trials are the rental, storage, and 

shipping of ECG machines to investigator 

sites. A typical ECG machine can weigh 

between seven to 10 lbs and be of substan-

tial size, with average rental costs varying 

between $100 and $150 per month. Reduc-

ing the acquisition fee, which includes 

the rental of ECG instrumentation, is one 

way of reducing costs. Using centralized 

equipment is an integral feature of a core 

laboratory and, therefore, the sponsor 

should not pay extra for machine rentals.

Cost vs. benefit
The majority of ECGs performed in trials 

worldwide are still using a decentralized 

system. A common misconception is that 

centralized systems carry substantially 

more cost than the traditional decentral-

ized approach. However, the increased us-

ability, reliability, accuracy, and reduced 

investigator burden of a centralized ECG 

system are often overlooked.

As demand for improved accuracy and 

reliability increases, new highly compact 

instrumentation is being explored that 

will substantially reduce transport and 

storage costs yet provide full ECG func-

tionality in a hand-held unit.

Integration of ECG instrumentation 

into existing computer systems allows 

key data to be automatically downloaded 

before a trial, saving staff time and costs 

associated with set-up and with program-

ming correct algorithms and patient de-

mographics before readings are taken.

It remains a challenge for core labs to 

fully demonstrate to sponsors the added 

value brought about by centralization as 

well as the cost-savings realized through 

the complete study management process.

However, innovative new instrumen-

tation will help clinical trial sponsors 

ensure future patient safety and regula-

tory compliance by reducing site burden, 

increasing accuracy, reliability, usability, 

and accessibility to quality results. ❏

ardiac safety is cited as the most frequent reason for drug 

withdrawals from the market, labeling changes, delay or refusal of 

regulatory approval. This places great importance on the accurate 

collection, analysis, and interpretation of ECG data during clinical trials.
C
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