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www.acrp2013.org

COST-EFFECTIVE CONTACT HOURS 

& PROFESSIONAL DEVELOPMENT

• EARN 24 CONTACT HOURS

• ACCESS +125 SESSIONS

• NETWORK WITH YOUR PEERS

Registration Deadline: April 1
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 Submission design and execution in all formats

 Global submission strategy

 Regulatory risk analysis

 Reimbursement strategy

WHEN YOU NEED 
STRATEGIC 
REGULATORY 
AFFAIRS,

The right set of experts can help maximize the value 
of your development program. 

THEOREM.

Brian Bollwage, JD
Vice President, 
Global Regulatory Afairs

STRATEGIC APPLICATION OF REGULATORY EXPERTISE 
REDUCES COSTS AND IMPROVES PROFITS.

Starting well before clinical trials are initiated, Theorem’s Strategic Regulatory Afairs (SRA) specialists do the work 

necessary to understand both the regulatory landscape and relevant precedents for your drug or medical device. Early 

regulatory guidance in these areas can help reduce development costs, smooth the development path and improve 

post-approval marketing potential. When you need regulatory afairs to go beyond mere compliance, don’t give it a 

second thought. THINK THEOREM.

 Regulatory consulting

 Drug development strategy 

 Authorized regulatory liaison

 Guidelines and precedents analysis

 Product label claim optimization  

 www.TheoremClinical.comW

Simplifying t mot comple 
                    CLINICAL TRIALS.

Biopharmaceuticals  \\   Medical Device  \\   Diagnostics
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Head Offi ce: Bayerstr. 53, 80335 Munich, Germany

Phone +49 89 7413930, info@interlab.de, www.interlab.de

INTERLAB
central lab services – worldwide

LAB
RESULTS
YOU CAN
TRUST

GLOBAL STRENGTHS

· one single global database

·  identical lab reports & fl agging worldwide

·  global quality assurance / global SOPs

· local support via dedicated project teams

EFFICIENT PERFORMANCE

· 11 laboratory locations on all continents

· reliable and fast sample transport

· economies-of-scale: over 50,000 visits / day

· data combinability through test correlations

RANGE OF SERVICES – NO ONE LIKES LIMITS

· bio-analytical services

· assay development

· extended sample storage

· worldwide shipping

· visit-kits: automatic re-supplies

· small, regional studies; Phase I-II

· international trials; Phases II-IV

· global QA system: CAP, ISO15189

CUSTOMIZED CENTRAL LAB SERVICES WITH

GLOBAL REACH FOR OUR SPONSORS’ SATISFACTION
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O u r  M i S S i O n

Applied Clinical Trials is the authoritative, peer-reviewed resource and thought leader for the global community that designs, 
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.
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Sourcing for
biosimilar trials.
Simplified.
Biosimilar research is complicated and expensive. Where do you find the innovator products

you need for clinical trials? What if manufacturers limit access to the drugs you require? Rely on

Myoderm. Whether you’re conducting analytical research or a global Phase III trial, Myoderm

offers unrivaled global sourcing expertise. We know how to source the products you need and

offer customized solutions to help ensure successful biosimilar research. Call +1610.233.3300

or visit myoderm.com/biosimilars to learn more.

©2013 Myoderm. All rights reserved.
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appliedclinicaltrialsonline.com

What Type of Change Do You Foresee in the Economy for 
Your Company and for Industry? Sponsors Only

Negative Change

No Change

Positive Change

Don’t know

5%

44%

27%

23%

Source: Applied Clinical Trials, CenterWatch survey, 2012.

Updated Figure
This chart is the corrected version of what appeared in our December print ver-

sion of Figure 6 in the 2012 Salary and Career Development Survey. The online 

version, which can be found here http://bit.ly/WiJwnh has been corrected. 

Thank you to an alert reader for pointing out the problem. 

T
he FDA has made clear that it 

is moving toward mandator y 

electronic (speci f ical ly, elec -

tronic Common Technical Document 

[eCTD]) submission over the coming 

years through phased adoption. All 

New Drug Applications (NDAs) must 

be filed electronically by 2015, and by 

2016 for all Investigational New Drug 

Applications (INDs). The phased adop-

tion gives companies more time to 

adapt and reflects the fact that NDAs 

are being filed largely in eCTD format 

by drug sponsors, and INDs to a far 

lesser extent.

In Japan, the eCTD is still not man-

datory; and some of the smaller and 

mid-tier companies have been slower 

to adopt the format. However, a notice 

from the Pharmaceuticals and Medi-

cal Devices Agency that it plans to 

shor ten the rev iew process has 

prompted more companies to adopt 

the eCTD. 

As a department under China’s 

SFDA, the Center for Drug Evaluation 

(CDE) promotes CTD-based dossier 

submissions, and the SFDA has the in-

tention to make eCTD mandatory by 

2015. However, CDE categorizes chemi-

cal drug products into six groups rang-

ing from a new chemical entity never 

marketed in any country to a drug sub-

stance or preparation involving minimal 

changes, and it has different policies 

on what formats are required for each. 

Fast-track review is generally granted to 

products involving minimal change. Pa-

per-based submissions are still required.

Joel Finkle, Senior Strategist for 

Regulatory; Gillian King, Director of 

Global Consulting, Project Delivery and 

Standards, CSC Life Sciences.

Editors Note: The full text of this 

article is available in the Noteworthy 

section of our home page.

N o t e w o r t h y

Go to:

appliedclinicaltrialsonline.com 

to read these exclusive stories 

and other featured content.

eClinical Conference
ClinTech 2013, sponsored by CBI, 

combines the following popular 

eClinical topics: eTMF, CTMS, 

portals, and EDC. The conference 

will be held in Philadelphia March 

11-13, with registration at http://

bit.ly/U3Tg1U. Applied Clinical 

Trials will be attending, moderat-

ing and tweeting the live event.

eNewsletters
This month, the following special 

edition enewsletters will provide 

news, articles, and information for 

clinical trials: 2/7, Latin American 

Trials; 2/14, Oncology Trials; 2/21, 

Clinical Trials Management; and 

2/28, Patient Reported Outcomes. 

Subscribe at http://bit.ly/NBvcNx 

to receive via e-mail.

Oncology Drug 
Development
Next month, Applied Clinical Trials 

will feature in print and online 

articles and videos on oncology 

clinical trials. Our peer-reviewed 

lead article will tackle the ethi-

cal issues confronting subjects in 

life-threatening disease clinical 

trials—a first-hand account.
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Myoderm is a global leader in sourcing commercial drugs for clinical trials. We know  

that no two trials are the same, so we scour the world for optimal, innovative solutions  

for our clients’ needs. We can even provide a turnkey service for sourcing, warehousing,  

and distributing rescue, concomitant, and standard-of-care therapies directly to  

clinical sites. That’s why we’re the choice of seven of the world’s top 10 pharmaceutical 

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

To learn more visit myoderm.com

Our comparator drug sourcing  
solutions are simply unmatched.  

Offices in USA & UK

©2013 Myoderm. All rights reserved.

Put us 
    on trials.
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News

T
he Food and Drug Administration 

approved nearly 40 new drugs in 

2012, beating most recent totals, 

and is looking for provisions of the FDA 

Safety & Innovation Act (FDASIA) 

to further improve its operations and 

encourage innovation. Prescription 

drug user fees (PDUFA) authorized by 

FDASIA provide the agency with more 

resources to assist sponsors in propos-

ing appropriate research programs 

and in filing complete applications, all 

designed to revitalize the development 

of critical therapies.

FDA had already approved more 

than 30 new molecular entities 

(NMEs) by early December 2012, 

putting it ahead of a healthy perfor-

mance in 2011, reported John Jenkins, 

Director of the Office of New Drugs 

in the Center for Drug Evaluation and 

Research (CDER), at Elsevier’s FDA/

CMS Summit in December 2012. Jen-

kins predicted more approvals before 

year-end, and he was right: the agency 

approved three more drugs the next 

week and five more by December 

31, bringing the annual total up to 

39 new drugs and biologics. Many of 

the new treatments are directed as 

life-threatening conditions such as a 

rare leukemia, inhalational anthrax, 

Cushing’s disease, and drug-resistant 

tuberculosis. 

There’s no more drug lag with Eu-

rope, moreover, Jenkins added, noting 

that more than 80% of last year’s NMEs 

were first approved in the United 

States. And a continuing rise in com-

mercial INDs filed with FDA promises 

more new drugs in the future.

Right from the start
The rise in approval numbers reflects 

an efficient review process, as Jenkins 

and his staff strive to achieve more 

first-cycle approvals. FDA approved 

more than 70% of priority applications 

in one cycle in 2012, and 60% of stan-

dard NMEs, a task made easier by ap-

plications for targeted therapies with 

large effect size and for rare disease 

treatments with clear benefit/risk 

ratios. In addition, sponsors are filing 

more complete applications in the first 

place, Jenkins commented. The days 

are over when CDER will accept data 

from a second pivotal trial six months 

into the review process. 

The development of more critical 

therapies for serious diseases may be 

encouraged further by guidance in 

the works that aims to clarify the op-

portunities and requirements created 

by FDA’s various expedited approval 

pathways—fast track, breakthrough, 

priority review, and accelerated ap-

proval. And new liaison staffers will 

offer assistance to firms navigat-

ing the FDA review system, which 

should be particularly helpful for 

the growing number of “emerging 

sponsors” filing their first new drug 

applications. 

Bob Temple, CDER Deputy Director 

for Clinical Science, noted that FDA-

SIA provisions supporting approval 

of breakthrough therapies based on 

limited clinical evidence are not really 

new because FDA frequently has ac-

cepted more risk and shown flexibility 

with highly innovative products. But 

the new policy is helpful because it 

clearly instructs CDER to facilitate 

approval of “drugs with impact.” The 

rise in new drug approvals, he noted 

at the Elsevier conference, reflects an 

increase in very well-targeted cancer 

drugs with “huge effects” in specific 

populations, an approach that he hopes 

can be applied to other conditions, 

such as asthma.

Enriched trials
Temple anticipates that more targeted 

therapies will come to market through 

wider use of enrichment strategies 

in clinical trials, as described in new 

guidance issued in December 2012. 

This draft document describes meth-

ods for decreasing heterogeneity and 

for selecting patients likely to have 

a certain condition or to respond to 

treatment, strategies that Temple has 

supported for years. The guidance 

advises sponsors to acknowledge their 

use of enrichment studies in protocols, 

to avoid labeling that overstates ben-

efit for other populations, and to be 

prepared to provide data on response 

in marker-negative patients. Enriched 

study methods offer opportunities 

to bring critical therapies to patients 

based on smaller, faster clinical trials, 

says Temple: “While enrichment won’t 

save a drug that doesn’t work,” he 

notes in an FDA blog, “it will help find 

one that will.”

One concern at FDA is that approval 

of new breakthrough drugs could 

be delayed by problems with manu-

facturing scale-up. CDER director 

Janet Woodcock described FDASIA’s 

breakthrough therapy program as “a 

game changer” for cancer, genetic 

diseases, and other serious conditions 

at a November 2012 conference spon-

sored by Friends of Cancer Research 

and the Brookings Institution. But 

even if FDA wants to approve a highly 

targeted cancer therapy that demon-

strates complete response in Phase I 

or II, it may have to wait until the prod-

uct meets “ready for manufacture” 

criteria. Sponsors anticipating such 

problems should meet early with FDA 

specifically to address manufacturing 

and scale-up challenges.

—Jill Wechsler

FDA Speeds More Breakthrough Drugs to Market
V i e w  f r o m  w a s h i n g t o n
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R
ussian regulators have reportedly 

implemented the much awaited 

changes to the nation’s regulatory 

process for medical devices, and the re-

vised regulations took effect at the start 

of January. This follows a highly positive 

recent report about the general state of 

clinical research in Russia in a leading 

US peer-reviewed cardiac journal.

The medical device regulator, Ro-

zsdravnadzor (Federal Service on 

Surveillance in Healthcare and Social 

Development of Russian Federation), 

has devised new procedures for testing 

sample import permits, as well as expert 

device reviews and clinical testing re-

quirements, according to Stewart Eisen-

hart, who covers medical device regula-

tory affairs for the Emergo Group.

A significant change in the revised 

regulations concerns the larger role 

“expertise centers” will play in the 

Russian medical device registration 

process. These centers will determine 

whether registrants must conduct clini-

cal trials in Russia for their devices, as 

well as whether devices under review 

are safe enough to undergo clinical 

testing in Russian healthcare facilities, 

he explained in an article posted on the 

Emergo website on January 15. They 

will evaluate registration dossiers for 

quality, safety, and efficiency, which will 

influence the regulators’ final decision 

about whether to approve a registra-

tion application, so foreign companies 

seeking market authorization in Russia 

should prepare to deal with multiple en-

tities, not just Roszdravnadzor.

“With a revised regulatory process 

now in place, medical device registra-

tion in Russia still remains a complex 

endeavor. But now that we have a more 

detailed playbook, so to speak, of what 

to expect in terms of Roszdravnadzor 

requirements, medical device compa-

nies may ultimately benefit in terms of 

a more predictable (if not easy) path to 

market in Russia,” noted Eisenhart.

For the first time, Russian regulators 

have officially introduced requirements 

for authorized representation. They 

define an “authorized representative” as 

a legal entity registered in the Russian 

Federation and representing a medical 

device manufacturer in regulatory is-

sues, including conformity assessments 

and registration.

Testing results will still play a large 

role in Russia’s medical device regis-

tration process, he stated. The new 

regulatory system adds extra testing 

requirements for measuring devices, 

but it remains unclear whether regula-

tors will require clinical testing for all 

risk classes or whether they will accept 

clinical test results from internationally 

accredited laboratories.

Medical device registration certifi-

cates obtained before January 1, 2013 

will remain valid until their expiration 

dates, according to Eisenhart. Registra-

tion certificates for devices approved 

prior to the new regulations that have 

no expiration date remain valid until 

January 1, 2014, at which point compa-

nies will have to submit official state-

ments to Roszdravnadzor requesting 

replacement of registration certificates. 

These manufacturers will not have to 

re-register their devices, he believes.

Meanwhile, Anthony N. DeMaria, MD, 

Editor-in-Chief of the Journal of the Ameri-

can College of Cardiology, has issued an 

upbeat report about clinical research in 

Russia. “The implications of my Russian 

experience were particularly impressive 

for clinical research,” he wrote in an edi-

torial in the December issue. “The chan-

neling of clinical volume, such as into the 

Moscow City Center, provides an excel-

lent opportunity for clinical investigation.” 

DeMaria notes that large, impactful 

trials now draw up to 80% of patients from 

countries outside of the industrialized 

world, and he thinks the trend toward an 

increasing amount of clinical research 

being performed in emerging markets 

will continue. The incremental benefit of 

many therapies is often modest enough 

that large sample sizes are required to 

determine benefit, and many study sites 

are necessary, he maintains. Also, the 

cost of research is much less in develop-

ing countries, especially since enroll-

ment is usually more rapid and thus the 

duration of the trial is shortened, and 

the regulatory environment outside the 

United States is often less demanding.

Based on his experiences in Moscow, 

it is clear that centers with contemporary 

technology and expertise do exist. Car-

diovascular patients in these centers are 

managed in a standard fashion accord-

ing to existing guidelines by knowledge-

able and skilled physicians using up-

to-date pharmaceuticals, supplies, and 

equipment, and patients can be enrolled 

in studies with the expectation that the 

results observed can be extrapolated to a 

general population, DeMaria concluded.

—Philip Ward

Regulatory Landscape Changes in Russia
g l o b a l  n e w s

A significant change in the revised regulations 
concerns the larger role “expertise centers”  
will play in the Russian medical device 
registration process.
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News

W
hile there is no single cor-

rect way to develop process 

compliance controls to meet 

federal clinical trials billing regula-

tions around Medicare, standardiza-

tion of the entire billing process is key. 

Establishing standards around a com-

prehensive clinical trial billing compli-

ance program will help mitigate billing 

non-compliance risks. The risks of not 

complying with federal clinical trial 

billing regulations can lead to research 

suspension, fines, and/or the imposi-

tion of corporate integrity agreements. 

There have been numerous federal 

investigations and settlements involv-

ing improper clinical trials billing. Per-

haps one of the most notable investiga-

tions involved Rush University Medical 

Center. In 2003, Rush reviewed its 

clinical research operations and uncov-

ered a number of errors in which Medi-

care was improperly billed for research 

services as routine costs.

Effective July 9, 2007, Clinical Trial 

Policy National Coverage Determina-

tion (NCD) from CMS, says Medicare 

covers the routine costs of qualifying 

clinical trials, as well as reasonable and 

necessary items and services used to 

diagnose and treat complications aris-

ing from participation in all clinical tri-

als. Previously, Medicare did not cover 

patient care costs associated with en-

rollment in a clinical trial. The NCD for 

Routine Costs in Clinical Trials (310.1) 

is now the standard by which com-

mercial payers base clinical research 

coverage decisions.

What are routine costs?
Routine clinical trial costs include all 

items and services that would normally 

occur as part of the patient’s care out-

side of a clinical trial. Costs associated 

with the prevention, diagnosis, and/

or treatment of complications arising 

from participation in clinical trials are 

also covered. Standard Medicare bill-

ing rules apply to items deemed rou-

tine costs under the NCD. If Medicare 

covers the costs of items and services 

outside of the clinical trial, then they 

are covered during the clinical trial.

A clinical trial must meet the following 

requirements under the NCD to receive 

Medicare coverage for routine costs:

•	 The subject or purpose of the trial 

must be the evaluation of an item or 

service that falls within a Medicare 

benefit category and is not statuto-

rily excluded from coverage.

•	 The trial must not be designed ex-

clusively to test toxicity or disease 

pathophysiology. It must have a 

therapeutic intent.

•	 Trials of therapeutic interventions 

must enroll patients with diagnosed 

disease rather than healthy volun-

teers. Trials of diagnostic interven-

tions may enroll healthy patients in 

order to have a proper control group.

Exhibiting these three criteria, how-

ever, does not automatically qualify a 

clinical trial for Medicare coverage of 

routine costs. There are seven desirable 

characteristics that clinical trials must 

possess. Some clinical trials are auto-

matically qualified as they are presumed 

to meet the following characteristics:

•	 The principal purpose of the trial is 

to test whether the intervention po-

tentially improves the participants’ 

health outcomes.

•	 The trial is well-supported by avail-

able scientific and medical informa-

tion or it is intended to clarify or 

establish the health outcomes of 

interventions already in common 

clinical use.

•	 The trial does not unjustifiably du-

plicate existing studies.

•	 The trial design is appropriate to an-

swer the research question.

•	 The trial is sponsored by a credible 

organization or individual capable of 

executing the proposed trial  

successfully.

•	 The trial is in compliance with fed-

eral regulations relating to the pro-

tection of human subjects.

•	 All aspects of the trial are conducted 

according to the appropriate stan-

dards of scientific integrity.

Under the NCD, many clinical trials’ 

study services can be considered rou-

tine costs, but the definition of routine 

costs requires careful examination of 

the study protocol and the sponsor’s 

contract to determine which items and 

services are payable by the sponsor. 

These items and services are not cov-

ered by Medicare. The financial disclo-

sure language in the informed consent 

form also must be examined carefully. 

Items and services disclosed to the re-

search participant as being free or paid 

for by the sponsor or third-party payer 

are not billable to Medicare. 

Clinical trials billing compliance 

seems like a simple concept: Do not bill 

Medicare for services being paid by a 

sponsor and/or third-party payer, and 

do not bill Medicare for services that 

do not meet the requirements under 

the Clinical Trials NCD. Many stake-

holders question whether the Medicare 

rules accomplish their goals, and in 

fact, the CMS has proposed a number 

of changes in an attempt to clarify gray 

areas surrounding the rules.

A comprehensive clinical trial bill-

ing compliance program can help orga-

nizations establish standards to meet 

regulatory requirements and provide 

sustainable organizational consistency.

—Jim Moran, Erika Stevens and Julie 

Statzel, Ernst & Young LLP 

*The views herein are those of the au-

thors and do not necessarily reflect the 

views of Ernst & Young LLP.

Medicare and the NCD

b i l l i n g
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News

T
he sponsor of a recent Phase II 

global study, conducted at more 

than 50 sites, invested in a central-

ized digital pathology core lab to en-

sure a homogenous and representative 

study population. For this study, the 

lab, powered by Biomedical Systems, 

worked to confirm the pathological di-

agnoses of patients’ disease states. 

The investment proved advanta-

geous, and the findings were startling: 

30% of patients submitted for central re-

view did not meet the inclusion criteria. 

Failure to properly classify its patient 

population can leave sponsors with a 

significantly underpowered study—ren-

dering the drug manufacturer with in-

accurate efficacy results, a failed study, 

and a heavy price tag.

To understand how the study sites, 

which relied on patient medical histo-

ries combined with site-prepared his-

tology biopsy slides, approved patients 

who did not meet the inclusion criteria 

requires an understanding of the digi-

tal pathology evolution.

Unbreakable
Before the advent of slide digitization, 

pathologists reviewed specimens on 

glass slides under microscopes. To se-

cure multiple pathologists’ interpreta-

tions, labs would prepare several sets of 

slides from the patient’s tissue block—

each slide containing a different level 

of tissue shipped to the reviewer. Vari-

ance in tissue levels triggered variabil-

ity among inter-reader interpretations 

of the specimens. Subsequently, spon-

sors began leveraging digital pathology 

to provide reviewers with identical 

digital images of patients’ tissues, ef-

fectively reducing variability.

In the referenced Phase II study, 

variability could explain the 30% dis-

crepancy between internal site review 

and the central review process. With 

the study, pathology slides were re-

viewed at more than 50 sites; each of 

the sites employs its own pathologists. 

In addition, each site offers its own 

equipment and methods for slide collec-

tion and patient history documentation.

With centralized digital pathology, 

the study and its readers must follow 

rigorous, standardized processes 

focused solely on inclusion criteria. Pa-

thologists may only assess the morphol-

ogy depicted in the digital slide image 

sets, which reduce variability and bias. 

For the Phase II global study, readers 

were trained on standardized equip-

ment, scoring methodology, and the 

electronic case report form application. 

Each reader in the study viewed the ex-

act same digital slide image sets. Read-

ers followed proven project manage-

ment practices and systems to ensure 

their assessment results were directly 

linked to the evaluation. The electronic 

case report form guided each of the 

readers through the same protocol-

specific evaluation and grading scale. 

After a reader completed each 

required field, he or she would enter 

a given password to apply a digital 

signature and date/time stamp to the 

completed record. The completed re-

cord was sequestered, preventing the 

reader from returning to the record or 

the digital slide image set. These pro-

cesses effectively reduced variability, 

promoted homogenous analysis meth-

odology across all readers, and ensured 

complete records were provided in a 

format conducive to statistical analysis.

Centralization and variability.

By centralizing a study, sponsors 

and its study partners can typically 

decrease the number of pathologists 

needed to evaluate patients for inclu-

sion. This reduction in pathologists 

lessens the variability associated with 

the inclusion assessments. In the study, 

the centralized lab effectively worked 

to significantly decrease the number 

of pathologists evaluating patients. 

Reviewer reduction was coupled with 

standardization—providing uniform 

training, equipment, and review pro-

cesses to improve patient inclusion per-

centages and reduce variability.

Independent review and bias. In the 

study, the independent review, which is 

inherently part of the centralized review 

process, proved effective in ensuring 

only patients who met the protocol inclu-

sion criteria were enrolled in the study. 

In cases of site-selected inclusion, site 

pathologists review patients’ history, test 

results, and histology primarily for pa-

tient care. Study inclusion criteria often 

serve as the site’s secondary goal. The 

pathologists’ expanded patient knowl-

edge, which is important for patient 

care, can potentially hinder the clinical 

trial process by injecting unintended 

bias into the patient inclusion evaluation. 

The readers were required to follow  

a centralized digital pathology process, 

and only focused on the morphology 

represented within the digital slide im-

ages. For the study, readers were blind 

to all extraneous patient information. 

Summary 
The impact of an underpowered study 

can cost drug manufacturers mil-

lions of dollars and their reputations. 

Centralized digital pathology, in this 

example, reduced bias and variability 

while increasing the probability of ac-

curately assessing efficacy and statisti-

cally relevant data.

—Tim Callahan, PhD, Chief Scientific 

Officer, Biomedical Systems. Member 

of Applied Clinical Trials’ Editorial Re-

view Board.

Central Lab Review Prevent Underpowered Studies
C a s e  s t u d y
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News

d a t a  a n a ly s i s

I 
found the article “The Case for Uni-

versal GCP Education” in the latest 

issue of Applied Clinical Trials to be 

very interesting.

The situation in the United States 

is somewhat different from that in the 

United Kingdom but there are a lot of 

common issues.

In the United Kingdom, training in 

GCP is mandatory for all staff engaged 

in research and there are a number 

of courses available from commercial 

companies.

Some commercial trial sponsors try 

to insist on their own training for each 

trial, but this is often inferior to what is 

available elsewhere.

 The National Institute for Health 

Research (part of the National Health 

Service) provide training courses, both 

classroom and online, which are uni-

versally accepted, by both commercial 

and non-commercial sponsors.

 Staff at the Edinburgh Clini-

cal Trials Unit published research 

comparing the available courses 

last year, available at http://bit.ly/

VsmeYp.

 The European Forum for Good Clin-

ical Practice, of which I am a member, 

are also pushing for standardization 

and mutual recognition of GCP train-

ing across Europe. This is something 

which I think needs to be addressed.

John Warden

Clinical Trials Project Manager 

Dept. of Academic Cardiology

Hull York Medical School

T
he 10-year increase in the num-

ber of unique and total proce-

dures per protocol corresponds 

to an increase in the number of end-

points supported by these procedures. 

Research conducted by the Tufts Cen-

ter for the Study of Drug Development 

(Tufts CSDD) finds that between 2004 

and 2012, the number of endpoints 

per protocol has nearly doubled from 

an average of eight per protocol in the 

earlier period to 14 endpoints in the 

later period. Half of all procedures 

support supplemental secondary, ter-

tiary, and exploratory endpoints—a 

proportion that has remained constant 

during this eight-year period. Sponsor 

companies have added more proce-

dures for a variety of reasons: clinical 

scientists seek more contextual data 

to interpret and validate findings and 

guide development decisions; statisti-

cians wish to collect more data to ex-

plain observations and potential new 

interactions; and sponsor companies 

also note that procedures supporting 

tertiary and exploratory endpoints 

are added in anticipation of perceived 

or real regulatory agency and payor 

inquiry, commercialization, and com-

petitive pressures.

—Tufts Center for the Study of Drug

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

Between 2004 and 2012, the Number of 
Endpoints per Protocol has Nearly Doubled 

Standardization of GCP Training 
l e t t e r  t o  t h e  e d i t o r

Source: Tufts CSDD

distribution of procedures by endpoint type.
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Bringing Brussels and 
Africa Closer on Trials 
Researchers from 
sub-Saharan countries 
are going to have 
better chances of 
upgrading their skills.

L
ast September, this column 

looked at the prospects for sup-

port to clinical trials, in Europe 

and in Africa.

Things don’t move very fast in the 

European Union, and many of those 

prospects remain just that—pros-

pects. But at least one element slot-

ted into place at the end of January 

to give shape to a promise to help 

clinical trials in Africa. Researchers 

from the continent’s sub-Saharan 

countries are going to have better 

chances of upgrading their clinical re-

search skills after the European drug 

industry signed a memorandum of 

understanding with the European & 

Developing Countries Clinical Trials 

Partnership (EDCTP).

What the deal will offer, as from 

later this year, is a series of research 

fellowships in pharmaceutical com-

panies in Europe for clinical and non-

clinical staff from the region. Each 

company will design a customized 

program that reflects its own activities 

and expertise, and the field of interest 

of each trainee, and will include short- 

and long-term goals as well as clearly 

defined ethics and compliance rules. 

The fellowships will be awarded 

through open calls for proposals. Can-

didates will be selected by EDCTP, 

and those who are selected will be 

able to spend up to two years in a 

company, very largely a company of 

their choice.

The memorandum spells out the 

rationale for the initiative. It says that 

the research-based pharmaceutical 

industry “has developed skills related 

to clinical trials that cannot be ac-

quired through academic training or 

medical/scientific practice.”  It makes 

the point that within European-based 

pharmaceutical companies, crucial 

activities “are performed to a very 

high standard,” citing study design, 

biostatistics, data management, project 

management, study monitoring, report 

writing, regulatory submissions, and 

audits. The intention, therefore, is to 

offer sub-Saharan African scientists 

who are actively involved in clinical re-

search projects the opportunity to gain 

hands-on experience in a pharmaceuti-

cal research setting.

The full details of the scheme will be 

released in February, but the outline 

conditions are that candidates should 

have a guaranteed position at their 

home institution, adequate skills, and 

experience—which will be assessed 

on a case-by-case basis—and will be 

expected to return to their home insti-

tution for a minimum of two years after 

completion of their training. EDCTP 

will cover travel and subsistence costs. 

The companies that take part in the 

scheme will donate time spent by tu-

tors, materials, and access to internal 

training opportunities, and up to 

€5,000 for a fellow’s business travel, 

such as to attend conferences. 

Richard Bergström, the Director 

General of the European Federation 

of Pharmaceutical Industries and 

Associations, said at the signing cer-

emony that the arrangement was an 

opportunity for companies as well as 

for researchers from Africa. “EFPIA’s 

members will benefit from interaction 

with African scientists from diverse 

backgrounds beneficial to the develop-

ment of new or improved treatments in 

poverty-related diseases.”  At the same 

time, “We hope to help them acquire 

skills relevant to achieving their re-

search and professional goals.” 

Professor Charles Mgone, EDCTP 

Executive Director, said it was “criti-

cal that more African researchers are 

sufficiently trained and equipped with 

skills and expertise in clinical trials 

research in the fight against diseases 

that severely impact the social and eco-

nomic development of sub-Saharan Af-

rica.” He declared himself “delighted” 

with the deal. 

He might well do so. Because it is at 

least one concrete result from so much 

talk about the merits of, and need for, 

support to medicines research in and 

for developing countries.  Some of 

the other initiatives are taking a long 

time to bear fruit. As Mgone himself 

commented at the signing ceremony, 

the deal with EFPIA companies will 

reinforce collaboration in the recently 

agreed EDCTP program—the second 

phase of this 10-year old initiative. 

That is, as and when the second phase 

can really start. Because this was one 

of the promising prospects that bright-

ened the future of EDCTP during 

2012—as Applied Clinical Trials com-

mented in September. Unfortunately, 

the broader context for turning that 

promise into reality (which is, in crude 

terms, largely a question of money) 

remains inchoate.  The overall EU 

spending plan for the next seven years 

should have been agreed last year, and 

any meaningful action in the EDCTP’s 

second phase depends on precisely 
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that agreement for most of its funding. 

But dissension about how much to put 

into the general purse persists among 

austerity-hit EU member countries—

over issues more related to payments 

for farmers or allocations for regional 

development, rather than the rela-

tively obscure area of clinical trials in 

poorer countries. And this is delaying 

the necessary strategic consensus on 

how much the European Union will 

spend on anything that happens be-

tween the end of this year and the end 

of the decade.

The new fellowship scheme has 

been created in cooperation with the 

European Commission, which has 

repeatedly declared its interest in 

promoting international standards for 

conducting clinical trials, and in boost-

ing research capacity in Africa. And at 

present, that is about all the European 

Commission is able to do until it is 

given a clearer view of future spend-

ing plans by the leaders of the national 

governments that ultimately call the 

shots in the European Union. So for all 

the noble aspirations to see the second 

EDCTP program make new progress 

in the development of treatments, vac-

cines, and diagnostics for HIV/AIDS, 

tuberculosis, malaria, and neglected 

infectious diseases, right now the best 

bet is to get a few researchers a few 

months in the clinical development 

divisions of a few drug firms in Europe. 

Not just Africa
The EDCTP initiative is not the only 

victim of the failure to agree the Eu-

ropean Union’s future funding plans. 

A series of plans to give financial sup-

port to clinical trials in Europe, agreed 

in principle as a good thing a year or 

more ago, is also on hold, because 

these plans too are held hostage by 

the paralysis over strategic spending. 

The EU ambition to put some $100 bil-

lion behind a new European research 

program—in which health is one of 

the priority areas identified, with some 

very specific provision for clinical tri-

als—is stuck in the same logjam as the 

EDCTP second program. 

So all the fine talk last year about  

funding for “the development of better 

methodologies to allow trials to focus 

on relevant population groups, includ-

ing those suffering from other con-

comitant diseases and/or already un-

dergoing treatment,” have so far come 

to naught. The same is true for plans 

for “the determination of comparative 

effectiveness of interventions and solu-

tions,” for “enhancing the use of data-

bases and electronic health records as 

data sources for trials and knowledge 

transfer,” for “improvement of cross-

cutting support technologies for drugs, 

vaccines, and other therapeutic ap-

proaches, including transplantation, 

gene, and cell therapy.” 

Embattled new rules for the EU
Meanwhile, things are still moving 

only slowly on the European Union’s 

bid to update its clinical trials rules. As 

already (indeed repeatedly) remarked 

in this column, the European 

Commission’s proposal of last July has 

yet to command universal support. 

Ireland, the incoming presidency in 

the European Union’s rotating chair 

for the first half of this year, pledged in 

its program to “make progress on the 

proposal for a regulation concerning 

clinical trials on medicinal products 

for human use.”  It remarked that 

“this proposal is designed to address 

the fall in clinical trial applications 

in Europe, which are essential to 

providing new innovative medicines 

for patients and maintain a strong 

pharmaceutical industry, by reducing 

the administrative burden and costs 

on sponsors, while at the same time 

ensuring that subjects are fully 

protected.” But it has found that the 

discussions it chairs in the EU Council 

are tough work. 

Many member states feel that the 

commission proposal is just too glib, 

requiring, as it does, that they should 

do all the hard work at national level—

in reaching a single opinion on every 

application for a clinical authoriza-

tion—while the European Union will 

then take the credit for a smoother 

system to which it will, in effect, make 

only a minimal contribution on each 

application. The risk is that the entire 

legislative process may be held up by 

demands for a fairer share-out of the 

workload, with national authorities 

seeking that the commission should, 

for instance, take a more overt role in 

defining procedures for authorization, 

and the commission sticking to its 

view that member states should sort 

out their own national procedures. 

The problem now springs from the 

fact that EU legislation has to fit the 

rhythm of broader EU governance 

processes, and fresh elections to the 

European Parliament are due in mid-

2014. For new rules to go through, 

the parliament will have to give its ap-

proval to whatever deal might emerge 

to resolve these divergences, and that 

could take months. Given that parlia-

ment’s interest in current business 

falls off as the pressure for electoral 

campaigning rises, a real race to the 

finish is in prospect, even if member 

states and the commission find a com-

promise. And if the proposal does not 

get passed by parliament before parlia-

ment dissolves for elections, it is likely 

to be declared dead—and the whole 

process will have to start again in late 

2014 or beyond.

By their nature, clinical trials are 

geared to demonstrating future ben-

efits. Any benefits from EU moves in 

support of clinical trials seem, at pres-

ent, to be well into the future—so far in 

the future as to be very hard to see. ❏

Any benefits from EU moves in support of clinical 
trials seem, at present, to be well into the future—
so far in the future as to be very hard to see.
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Cutting Our Losses  
in Translation 
To reduce the time 
from bench to bedside 
we need to transform 
competition into 
cooperation.

A
s I write this column, we’re 

midway through the NFL 

playoff season, when the 

haves root their competitive, 

winning teams through each sudden 

death round, while the have nots (los-

ers like those of us from Chicago and 

Philadelphia) are anxiously following 

the search for new coaches and innova-

tive plans to rebuild a team to make it 

playoff worthy in the shortest period 

of time. One could call this latter activ-

ity translational sports management, 

where ambition, vision, and hope are 

ideally converted into future success 

on the playing field—or so we can 

dream when training camp opens again 

anyway. Coincidentally, this season of 

hope also just precedes the salad days 

of spring training in baseball, where 

everyone’s a winner until the actual 

games have to be played.

Clinical development has the some-

what analogous concept of translational 

research, which, in the simplest sense, 

means steps taken to bring new treat-

ments from the academic world to real 

medical practice—from bench to bed-

side. The National Cancer Institute’s 

Dictionary of Cancer Terms defines 

“bench to bedside” as “a term used 

to describe the process by which the 

results of research done in the labora-

tory are directly used to develop new 

ways to treat patients.” The definition 

of “translational research” is almost 

identical, though in that case the focus 

is described as developing new ways to 

“diagnose and treat disease.” 

No matter what we call it, the need 

is obvious. It is estimated that less than 

1% of drug compounds discovered by 

researchers that are deemed worthy of 

initial testing ever make it to the phar-

macy—pretty much long shot odds. 

And getting to market typically costs 

over a billion dollars over 15 or more 

years—a span of time that can affect 

many patient lifetimes. 

Fortunately, there are many initia-

tives already underway that fit under the 

promising big tent of global translational 

research. Nearly a decade ago, the US 

National Institutes of Health’s NIH 

Roadmap for Medical Research outlined 

a series of programs that provided an 

early boost to translational research, in 

the hope of addressing roadblocks and 

knowledge gaps. The NIH Roadmap 

was broad and highly ambitious, involv-

ing programs ranging from identifying 

new pathways to discovery in such areas 

as bioinformatics, molecular libraries, 

and nanomedicine, to reengineering the 

clinical research enterprise. The reen-

gineering research program involved 

goals to improve regulatory processes, 

enable national electronic clinical tri-

als and networks, and introduce new 

technologies for assessing disease. A 

third roadmap area involved activities 

to develop research teams of the future, 

by establishing advanced training pro-

grams; building collaborative partner-

ships involving academics, physicians, 

and patient communities; and develop-

ing public/private partnerships, a theme 

that continues to persist today. 

Although references to the original 

NIH Roadmap are not as easy to find 

anymore, the NIH is now advancing 

similar goals through the NIH Common 

Fund and National Center for Advanc-

ing Translational Sciences (NCATS). 

The mission is “to catalyze the genera-

tion of innovative methods and technolo-

gies that will enhance the development, 

testing, and implementation of diag-

nostics and therapeutics across a wide 

range of human diseases and conditions 

and make translational science more ef-

ficient, less expensive, and less risky.” 

Many similar activities were further 

moved along by the FDA through its 

Critical Path Initiative, which, among 

other things, led to public/private part-

nerships like the Critical Path Institute 

and the Clinical Trials Transformation 

Initiative. More recently, TransCelerate 

Biopharma’s consortium of major phar-

maceutical companies was established 

to sponsor projects with the intent of 

improving the efficiency of research, ad-

vancing innovation, and solving common 

R&D challenges and obstacles in a coop-

erative, precompetitive environment.

Meanwhile, in Europe, the Innovative 

Medicines Initiative (IMI), a public/pri-

vate partnership between the European 

Union and the European Federation of 

Pharmaceutical Industries and Associa-

tions, was created to “speed the devel-

opment of better and safer medicines 

for patients,” identifying translational 

research as one of its cornerstone areas 

for investment. Thus IMI’s European 

Translational Information and KM 

Services project (eTRIKS) intends to 

provide a knowledge management tech-

nology platform to support IMI projects 

that will analyze and compare diverse 

collections of shared data for multiple 

studies and treatments. eTRIKS is in-

tended as a resource for collaborative 

research, knowledge discovery, and 
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knowledge management using data 

from clinical studies and pre-clinical 

studies, imaging data, genomics, 

proteomics, and data sources for bio-

marker discovery and validation.

Other comparable national initiatives 

abound elsewhere around the world, 

such as the Translational Research In-

formatics Center in Japan. 

What kinds of projects are covered 

under the umbrella of translational 

research? Well, for IMI eTRIKS, trans-

lational research studies may involve 

working with clinical data and collected 

biological specimens from laboratory 

animals and study volunteers to gen-

erate biological profiles, and support 

simulations and predictive model devel-

opment or validation (such as by helping 

to identify more effective animal models 

to use during pre-clinical testing to bet-

ter predict how humans will react). Such 

projects can help identify new opportu-

nities for drug development, or provide 

greater insight into potential safety 

issues that can help researchers iden-

tify more promising drug candidates, 

rapidly eliminate those likely to fail, and 

predict what populations are most likely 

to respond favorably during clinical 

testing— knowledge that ideally can be 

applied to help new drugs become more 

rapidly available to patients. 

So in essence, you get lots of differ-

ent types of data together all in one 

place, bang the data around, and see 

what you can learn. Then—and this is 

the critical translational part—figure 

out how to put what you learn into prac-

tice so that others can apply it to make a 

real difference for patients.

So translational research is a hot topic, 

and it seems as though nearly everyone 

everywhere is trying to solve similar 

problems. But alas, mostly on their own. 

Ironically, one possible observation is not 

that so many organizations are involved 

in activities related to translational medi-

cine and transformational research, but 

rather that there are so many separate, 

similar initiatives operating concurrently 

around the world. It’s difficult just to 

keep track of them all, much less coor-

dinate them to avoid duplication of effort 

and maximize sharing of ideas. 

Oddly, the Internet, that ubiquitous 

gateway to information and big data, is 

as much a culprit as enabler in this re-

gard. Search engines are so prolific and 

indiscriminate that it’s nearly impos-

sible to chase every lead. You need to 

make choices, and often feel that rather 

than trying to find an existing wheel 

that will fit the specific research vehicle 

you’re building in an unmarked junk-

yard of spare parts, it’s simply easier 

just to reinvent one yourself. 

This overlapping or duplication of 

effort can occur on many levels. For 
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example, most scientific publications list 

references of prior work that may have 

informed the current research project—

the question is how deeply and compre-

hensive this list should be or can be if 

the author is ever going to get around to 

saying anything new at all. And given 

the complexity of research projects in 

life sciences, it’s pretty easy to rational-

ize that nobody else could possibly be 

working on the exact same thing any-

way, so why bother reaching out too far? 

Meanwhile governments and founda-

tions fund myriad research projects, 

which often develop tools, lots of tools, 

that may support dissertations and pub-

lications but are then left along the way-

side while others are exploring similar 

problems over and over again. Perhaps 

too many tools are being created, mak-

ing for a complicated landscape of too 

many choices when someone is looking 

for help solving their own problem. Sure, 

funding research may lead to great new 

discoveries, but we need more alignment 

among global research projects in aca-

demia, government, and industry as well. 

Surely there are cases when the game is 

more likely to be won when we all learn 

to put our resources into the same team.

One possible avenue toward improved 

collaboration among translational re-

searchers might be creating a global 

master registry or clearinghouse to tie 

together the various projects and infor-

mation resources and connect research-

ers in the same way that we connect to 

other kindred spirits via social networks. 

Researchers exploring their topics could 

be informed of possible relationships—

similar to how iTunes and Amazon.

com informs us, when we’re exploring a 

potential purchase, that people who have 

viewed this item in the past also pur-

chased something else. We all need to 

get on the same page if we have hopes of 

solving common problems in a common 

manner quickly enough to truly reduce 

the gap between bench and bedside.

In clinical development we work in 

a field that stems from academic and 

scientific research, where careers are 

made through individual invention and 

discovery. It’s not easy to reach across 

the aisle to others who may be working 

on similar problems, much less those 

across multiple time zones and cultures 

who speak different languages yet have 

a common need to improve human 

health. But to make great strides in 

translational medicine, to reduce the 

nearly two decades it currently takes to 

go from bench to bedside, we need to, 

above all, learn from each other, work 

together, and transform competition 

into cooperation. Or, in the oft-quoted 

words of Benjamin Franklin, “We must 

all hang together, or assuredly we shall 

all hang separately.” ❏
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T
he term Baltic States typically 

refers to three north-central Eu-

ropean counties located on the 

eastern edge of the Baltic Sea—

Lithuania, Latvia, and Estonia 

(from south to north). Together these 

countries represent a population of 6.57 

million in 2012.1, 2, 3 The Baltic States regained in-

dependence in 1990-1991 and began to emerge as 

an attractive clinical research market. Entering 

the European Union in 2004, the states harmo-

nized their legislation with international clinical 

trial law and established a friendly environment 

for clinical trials. This again contributed a sig-

nificant breakthrough to the clinical research in 

Baltic States. During the last decade the region 

authorized an average of 80 new clinical trial 

applications per country, per year and still has a 

potential for growth. 

Population
There are nine cities in the Baltic States with 

a population exceeding 100,000 people and ap-

proximately 68% of the Baltic population is con-

sidered as urban. By the end of 2011 the titular 

nationalities of Lithuania, Latvia, and Estonia 

accounted 83.9%, 62.1% and 69.0%, respectively, of 

each country’s population. Russians are by far the 

largest ethnic minority in the Baltics, accounting 

26.9% of Latvian population and 25.5% of Esto-

nia’s. Russians in Lithuania account a relatively 

small etching group of 5.4%. Other notifiable 

ethnic groups include Poles, Belarusians, and 

Ukrainians, together accounting 7.3% of 

the Baltic population.1, 2, 3

The Baltic States have a significant in-

cidence of oncological and cardiovascular 

diseases. The environmental burden of 

these diseases is also above the average 

world rate given by the World Health Or-

ganization.4, 5 The region has one of the 

highest cardiovascular mortality rates in the Eu-

ropean Union—the situation is worse in Bulgaria 

and Romania.6 Furthermore, similar to most of 

the Central and Eastern European countries the 

Baltics States can offer a considerably large pool 

of treatment-naïve subjects.

Of all the medicines consumed by Lithua-

nians, Latvians, and Estonians in 2010, 40.9% 

were cardiovascular drugs. Other notifiable ana-

tomical therapeutic chemical groups include: ali-

mentary tract and metabolism (13.8%), nervous 

system (11.3%), blood and blood forming organs 

(8.3%), musculoskeletal (8.1%), and respiratory 

(7.1%) systems.4, 5 

One of the dominant motives for a patient 

to participate in a clinical trial is a physician’s 

recommendation. In the Baltics physician/pa-
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tient relations are characterized by a high level of patient’s 

trust and respect for the physician. A study conducted at 

the Lithuanian University of Health Sciences evaluated 

patients’ opinions on clinical trials. The study revealed 

that over 90.7% of respondents trusted 

in their physicians and that trust sig-

nificantly increased the possibility of 

a patient participating in a clinical trial 

in the future.7

Research sites and investigators
According to national health statistics, 

by the end of 2010 there were 285 hospi-

tals and around 5,500 outpatient clinics 

(dentistry institutions not included) op-

erating in the region. The private health-

care sector is well-developed: around 

20% of hospitals and 90% of outpatient 

clinics are privately owned.1, 8, 9 As a rule, 

healthcare units concentrated in the big-

ger cities are well-equipped and can per-

form CT, MRI examinations, etc. There 

is also a vast number of laboratories, 

both state owned and private, offering high quality tests. 

However, currently no GLP certified laboratories are avail-

able in Lithuania and Estonia, and there is only one GLP certi-

fied laboratory in Latvia.

Source: Indre tutlyte and Donatas Grina

Figure 1. Approved clinical trial applications in the Baltics, 2004-2012. 
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Currently there are around 23,000 physicians and 45,000 

nursing staff practicing in the Baltic States.5 Baltic doctors 

are characterized as highly qualified professionals. The 

older generation speaks fluent Russian and has a medium 

level knowledge of the English language, while most of the 

younger physicians speak fluent English. Baltic physicians 

are motivated to work and do the job well. Besides the finan-

cial reasons, they see clinical trials as an opportunity to im-

prove their qualifications, as well as to provide patients with 

free modern treatment and diagnostics. 

While performing feasibility, it is important to make sure 

that the investigators have valid GCP training certificates. 

GCP trainings in Lithuania are regulated by the law (Good 

Clinical Practice Trainings Law, No. 1A-91, Jan 18, 2007). 

The law requires investigators to attend basic eight-hour 

GCP training and refresh their knowledge in four-hour 

courses every five years. There are no strict requirements 

for GCP certificates in Latvia and Estonia, however, they 

are required.

GCP trainings are well organized in the Baltics and most 

of the investigators are GCP trained. Since 2007, CRO Bio-

mapas is certified by the State Medicines Control Agency 

to provide GCP trainings in Lithuania. In Latvia, GCP 

trainings are organized by an organization called Medicine 

Information Centre. There are no such organizations oper-

ating in Estonia, however bigger medical institutions tend to 

invite lecturers from the State Agency 

of Medicines of Estonia and organize 

GCP trainings for their employees par-

ticipating in clinical trials in some med-

ical institutions twice per year. 

Statistics/structure of trials
The peak of new clinical trial applica-

tions in the Baltics was observed in 

2008 (Figure 1). Similar to the rest 

of the world, due to the global eco-

nomic crisis, Balt ic States faced a 

decline in clinical tr ial application 

dynamics.10, 11, 12 Currently the market 

is rather stagnated, though it shows 

some signs of recovery.

The majority of clinical studies per-

formed in the region are Phase III trials. 

During 2012, Phase III studies accounted 

nearly 64% of all the applications submit-

ted in the Baltics. Phase II studies had a 

share of 26% and Phase IV accounted for 

4%. In 2012 there were 13 applications 

submitted to initiate Phase I trials in the 

Baltics.10, 11, 12

Historically, oncology was by far the 

mostly researched area in the Baltics, 

however neurology/psychiatry took first place in 2012 with 

an average of 11 new applications registered (Figure 2). 

Similar to previous years, Lithuania had the highest num-

ber of applications in endocrinology in 2012. Therapeutic 

areas of oncology and pulmonology/allergy were more 

significantly researched in Latvia, while the country had a 

small share of applications in neurology/psychiatry if com-

pared with Lithuania and Estonia. Furthermore, it should 

be noted that Estonia leads the way in infectious diseases 

and rheumatology, with 16 and 15 applications registered 

respectively in 2012.10, 11, 12

Legislation
Following the European Union accession, the Baltic States 

have implemented EU directives 2001/20 and 2005/28, and 

incorporated GCP guidelines into the national law. Clinical 

trials are regulated by the national laws, regulations and 

orders, the fundamental ones include:

•	  Order of the Ministry of Health of Lithuania No V-435, 

May 31, 2006, “Regarding Confirmation of the Descrip-

tion of the Order on Approval to Conduct Clinical Trial 

of Medicinal Product, Issuance of Certificates and Per-

missions to Conduct Clinical Trial of Medicinal Product, 

Order of Performance, and Control of Trials.”

•	  Law of the Republic of Lithuania No VIII-1679, May 11, 

2000, “On Ethics of Biomedical Research.”

Source: Indre tutlyte and Donatas Grina

Figure 2. Top 10 research areas in the Baltics, 2012. 
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•	  Regulation No. 23 of the Minister of Social Affairs of Es-

tonia, February 17, 2005, “Conditions and Procedure for 

Conducting Clinical Trials of Medicinal Products.”

•	  Cabinet Regulation No 289 of Latvia, March 23, 2010, “Regu-

lations on Conducting Clinical Trials and Non-Interventional 

Studies and Labelling of Investigational Medicinal Products, 

and Procedure for Conducting Inspections on Compliance 

with the Requirements of Good Clinical Practice.”

Most of regulatory documents are translated to English 

and available on the websites of national competent authori-

ties and ethics committees.10, 11, 12, 13, 14

Regulatory process
The competent authorities governing clinical trials in the 

Baltics are State Medicines Control Agency of Lithuania, 

State Agency of Medicines of Latvia, and State Agency of 

Medicines of Estonia. Competent authorities of Lithuania 

and Latvia authorize applications in a term not exceeding 60 

days, whereas in Estonia Phase II-IV trials are authorized 

during a 30-day period, and Phase I during a 60-day period. 

There are some nuances with the ethical review of clini-

cal trials in each state. The Lithuanian Bioethics Committee 

(LBEC) is the main institution responsible for the ethical 

review of clinical trials in Lithuania. Additionally there are 

two regional biomedical research ethics committees 

in Lithuania: one in the Kaunas region (established 

in the Lithuanian University of Health Sciences), 

and one in the Vilnius region (established in the 

Medical faculty of Vilnius University). Regional 

committees have the authority to review 

applications for clinical studies planed only for research 

sites falling within the committee activity regions. Hence, 

applications for multicenter studies that cover both regions 

are subjected for LBEC review, which has the authority to 

issue a single opinion for the whole country. Both LBEC 

and regional committees review applications in a term not 

exceeding 60 days. 

Two independent ethics committees are operating in 

Estonia: one in Tallinn (Tallinn Medical Research Ethics 

Committee), and one in Tartu (Ethics Review Committee on 

Human Research of the University of Tartu). A single opin-

ion is required and, similar to Lithuania, the ethical review 

process takes not longer than 60 days. 

There are four independent ethics committees in Latvia 

and a single opinion is required. All four committees conduct 

expertise in a term not 

exceeding 30 days, 

however their fees 

are not f ixed 

and vary. 
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It is important to be aware that, in addition to the compe-

tent authority and the ethics committee, in order to proceed 

with a study in Lithuania an approval from the State Data 

Protection Inspectorate (SDPI) must be obtained. SDPI 

will approve the study only if the ethics committee and 

competent authority decisions are favorable. SDPI expertise 

should not exceed a period of 60 days. 

The applications may be submitted in parallel to all the in-

stitutions. However, in order to speed up the process it should 

be done in an appropriate sequence, having in mind that the 

competent authorities issue the approval only after a favorable 

opinion of ethics committee is in place; SDIP will issue the ap-

proval only after favorable opinions from competent authority 

and ethics committee are in place. Based on experience, if the 

documentation is complete, in good quality, and is submitted 

depending on the institution meeting schedules, all the neces-

sary approvals can be received in approximately 60 days.

Logistics
There are no import/export license requirements for clinical 

trial related materials—investigational medicinal products 

(IMP), laboratory kits, medical devices—within the Baltics 

and European Union. Also, no licenses are required for ex-

ports of biological samples to other EU countries. However, 

in Estonia an IMP import certificate must be obtained after 

the clinical trial is approved. In order to receive the certifi-

cate, a research site must submit an application for imports 

to the State Agency of Medicines of Estonia. The certificate 

is issued within five days after the application is received. 

These certificates are not to be presented at the customs and 

are designed mostly for IMP accountability purposes. 

Sponsors should not face any problems with the distribu-

tion, since there is vast number of depots and courier com-

panies, both international and local, operating in the Baltic 

region, offering storage and fast delivery of clinical trial 

materials to study sites.

Contracting and costs
There are no restrictions for clinical trial contracting in 

the Baltics. In practice, sponsors and/or contract research 

organizations usually sign two types of contracts—one with 

the institution and one directly with the investigator. The 

shares of payments are determined by the institutions. The 

payment size mainly depends on the rates adopted by the 

institution to cover the facility amortization and labor costs, 

which correlates with the complexity of the protocol proce-

dures (patient examinations, physician and medical person-

nel time consumption, use of equipment, length of hospital-

ization, rate of return, etc.). The share of funds received by 

the institution typically ranges from 10% to 25% of the total 

clinical study budget per patient. It should be noted, that the 

instrumental and laboratory tests conducted in a medical 

institution have to be paid separately.

Summary/conclusions
The region has already proven its clinical research po-

tential—the Baltic States approve around 80 new clinical 

trial applications per country each year. The biggest part 

of clinical trials performed in the Baltics fall within the 

therapeutic areas of oncology, neurology/psychiatry, and 

endocrinology; nearly 70% of the studies performed are 

Phase III trials. 

States legislation is harmonized and the regulatory pro-

cess is similar to other EU countries. The timelines are 

also attractive—the approval process takes approximately 

60 days. The region has an appropriate population size, 

sufficient infrastructure, and experienced and motivated 

investigators. Considering these factors, as well as a history 

of steady growth in the past, the Baltic clinical research 

market is poised to grow. 
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PEER
REVIEWED

DIY EDC Evaluation  

and Selection

Options have emerged that make 
DIY EDC technology more 
accessible to smaller organizations. 

Timothy Pratt

U
ntil relatively recently, taking 

your company’s clinical research 

into the realm of electronic data 

capture (EDC) meant going 

with a full service vendor with a 

price tag generally starting at $175,000 to 

$200,000 for a 250 patient, 50 site trial over 

24 to 36 months, and as high as your project was 

complex. If you wanted to conduct smaller scale 

research these were often just not economically 

feasible—the same pricing as just mentioned might 

be provided for a 50 patient, five site trial. 

Of course, the option has been available from 

some of the larger EDC companies to “do it your-

self” (DIY) in an attempt to decrease costs, but 

these were often only less expensive if you were 

doing large volumes of research and could afford 

to have skilled “build” specialists trained and on 

staff. The net result is that smaller companies 

either remained in a paper world with all its atten-

dant woes, or were compelled by cost-containment 

needs to select markedly sub-par EDC systems 

almost as problematic as the old paper model.

Of late however, perhaps over the past three to 

four years, viable DIY EDC options have begun to 

emerge onto the marketplace that make what has 

become a commonplace technology in larger orga-

nizations more accessible economically to smaller 

enterprise. Finding, assessing, and selecting DIY 

EDC though, is an activity that is by no means 

as simple as it might at first appear. Having lived 

through this exact process very recently, this ar-

ticle seeks to share experiences in the hope they 

may prove useful to others in similar positions.

The scenario
The company for whom I was evaluating systems, 

a small venture capital backed medical device com-

pany, had previously conducted a number of 

studies on paper using as a backend a well-

known and relatively inexpensive CDMS. 

The largest and most recent of the studies 

conducted required a considerable amount 

of data cleaning after the enrollment pe-

riod closed—largely because data errors 

had been introduced due to the nature of a 

dynamic non-point-of-capture-checked data acquisi-

tion. The burden placed on the company in clean-

ing up this rather complex trial dataset was very 

significant, and contributed in no small part to the 

decision to investigate DIY EDC systems. 

Given the upcoming projects, which varied from 

moderate to quite small in nature, full-service 

EDC was not seen to be a viable option. I was 

requested, given my background in EDC/CTMS 

system design and implementation, to source, eval-

uate, and recommend a DIY option. Cost was not a 

primary consideration, but neither was it immate-

rial, as one might expect in a small organization.

With years of experience and more than a few 

systems under my belt, I foresaw little difficulty in 

conducting this project—get a few demos, jot down 

a few notes, make a recommendation, and sign con-

tracts. Much to my surprise and chagrin, my as-

sumptions were proved wrong almost immediately.

Challenges encountered
It became obvious, fairly quickly, that problems 

with the initial methodology as conceived were 

legion. These included:
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•	  The simple task of developing a vendor list was not easy.

•	  Scheduling and sitting through system demonstrations is 

a time consuming laborious process.

•	  The disparity between systems and capabilities makes 

non-systematic comparison inherently an “apples to or-

anges” exercise and hence invalid.

•	  The variation in pricing models made cross-comparisons 

difficult (this may be a deliberate ploy on the part of the 

vendors).

•	  Specialist knowledge is required to get past minutiae and 

understand true capabilities (or lack thereof). 

•	  Sales reps have a habit of showing you what is great about 

their system and glossing over weaknesses—this can be 

hard to detect without an understanding of what particu-

lar system characteristics actually mean in the real world, 

and especially so outside of a structured demonstration.

Many, perhaps even all, of the issues listed above exist 

for a company of any size. In a small company however, the 

problems, or their impact, become exacerbated, mostly due 

to far more limited resources in terms of personnel, diver-

sity of expertise/experience, and time.

Developing a list of candidates for assessment was ad-

dressed through looking at resources such as ClinPage 

(Who’s in the news? Who are the advertisers?), lists of confer-

ence exhibitors (SCDM, Partnerships in Clinical trials, DIA 

etc.) and most usefully the Applied Clinical Trials’ Annual Buy-

er’s Guide. Using search engines such as Google, Yahoo, Bing, 

and others proved less than useful with an awful lot of CROs 

and non-clinical research organizations showing up in results. 

Other online resources include the various groups on 

LinkedIn that focus on EDC and CTMS—like ClinPage, 

these are useful for uncovering vendors that might be suit-

able—caution should be exercised with the postings/discus-

sion though, as many contributors are vendor employees. 

There are a couple of website resources that list multiple 

vendors with profiles of products, but they tend to be largely 

derived from the vendors themselves, not any third party 

review, and out of date in many cases.

Considering scheduling, making effective use of the most 

precious non-renewal resource there is—time—is critical. 

Quick Internet reviews of corporate websites and industry ar-

ticles was employed to pare the candidate list down to 25 or so. 

Scheduling demos and reviewing that many would take months, 

so further filtering was conducted using simple criteria:

Are the companies still in business? More than a few have be-

come defunct or been acquired over recent months and years.

Are they in danger of going out of business? Have they been 

delisted from the stock exchange? Have they sustained 

losses? Have they been shedding staff? Are they on the mar-

ket for sale?

Do they actually have a DIY product? Many don’t offer this 

(or don’t have a good one) but would love to try and sell you 

a full-service offering.

Are they a CRO that happens to have and EDC system or a 

technology company? Sometimes it makes sense to use a CRO 

with and EDC system, but for most DIY solutions it’s prob-

ably best to stick with pure technology companies (they have 

an incentive to make their product good so you don’t call 

them—whereas hourly billing companies love phone calls).

What do your colleagues think? What have you heard 

about town? What does your CRO (if you have one) think? 

Utilize your network to seek out colleagues who have 

used different systems and get their unbiased opinions 

on ease of doing business with the vendor, ease of use of the 

product, problems, issues, etc. Your CRO can be invaluable 

at this point too. This criteria should be used to exclude ven-

dors from consideration, not select them—your needs are 

different than anyone else’s.

Is their base technology from this century or the last? This 

can be hard to detect without specialized knowledge.

Using the simple criteria above and doing a bit of digging 

on the Internet and some time on the phone, a list of seven 

was formed. One, on subsequent examination, didn’t truly 

have a DIY option and tried to obtain customers with vague 

generalities and then present their full-service product as a 

viable alternative. Six companies remained.

To deal with disparity between systems and pricing varia-

tion, standardization of data was required. Not to standard-

ize, given the variation in system capabilities, look, feel, and 

even sales representative expertise, leaves you vulnerable 

to primacy and recency effects (the first seen is best or the 

most recent—usually the latter, as it is very hard to orga-

nize non-standardized data and make valid comparisons, 

and thus the most recent thing is best remembered). 

To ensure standardization of evaluative data an 87 point 

assessment tool was developed that highlighted capabili-

ties in the arenas important to the company’s particular 

research needs, as well as fundamental system character-

istics. This approach meant that “canned” presentations/

demonstrations did not meet my needs, which caused 

some sales representatives some difficulty. In addition two 

“model” projects were presented to potential vendors and 

pricing for those and only those was sought.

In the first case, the assessment tool covered the areas 

listed in Table 1. The assessment grid was made available 

to vendors prior to the demo taking place, and they were 

asked to fill out responses insofar as they were able. When 

the responses were received back, if the answer was clear it 

was scored as follows:

•	  0 = feature or characteristic not present

•	  1 = feature or characteristic present but difficult to use, 

poorly implemented, limited functionality etc.

•	  2 = feature or characteristic present in good usable form/

implementation

•	  3 = feature or characteristic present in such a novel form that 

it enhances productivity or system desirability dramatically 
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The last score of “3” was only awarded twice out of over 

600 total responses, and where another product had the 

same utility or outstanding character both scored “2.” The 

assessment tool then guided the subsequent demonstration 

and any remaining questions/unclear responses scored. 

It was only after the assessment tool had been completed 

that any other features the sales representative wanted to 

highlight were reviewed for information only. It is important 

to note “that feature is coming” or “it is in our pipeline” 

counted as zero—updates to complex software systems 

often take far longer than expected and in many cases prove 

impossible once attempts to program begin.

Apples to apples pricing was obtained through use of 

strict models as seen in Table 2. Some characteristics of 

the models such as unique CRFs and data fields were kept 

constant deliberately in order to determine if there were 

any economies of scale that became evident at higher vol-

umes of data and greater duration. All the data fields were 

assumed to have at least one edit check or conditional ac-

tion associated. Importantly, these models were treated as 

“standalone” projects, that is, any license fees or training 

that would not necessarily be charged 

for multiple trials was added in. Over-

all, this methodology allowed for direct 

comparison of pricing across vendors.

Dealing with the technical side of spe-

cialist knowledge and sales reps—es-

sentially making yourself an informed 

consumer—is more problematic. If you 

are a highly experienced EDC user with 

knowledge of multiple different systems, 

then no outside assistance may need to 

be sought. Often, in a small business en-

vironment used to running paper trials, 

that expertise is simply not available. In 

this case, soliciting help and feedback 

from your CRO may be invaluable. It may 

be wise to consider retaining an indepen-

dent consultant—but be warned, many 

“consultants” are actually resellers or 

quasi-distributors of a single EDC system 

and will be inherently biased; reseller 

consultants may be of some value in im-

plementing the chosen system and assist-

ing managing process re-engineering. 

A few key points to look out for are de-

scribed later in this article, but do not by 

any means form a comprehensive listing.

Standardized assessment process
Scores, across the board, were fairly 

even, surprisingly. There was one out-

lier with a markedly lower score than 

the rest of the population. Aggregate grid scores by vendor 

can be seen in Figure 1. Data in tabular form against maxi-

mum possibles by area and total can be seen in Table 3.

It is clear from the data in Table 3 that despite Vendor F 

being superior overall, they lead only one category (data/

build features) and lag the pack in some others. In order 

to determine the meaningfulness of the scoring data, scor-

ing characteristics were plotted to determine the standard 

deviation (Excel 2003 STDEVP function) which yielded the 

results shown in Table 4. Vendor C was removed from calcu-

lations—see discussion.

On the assumption that a score that deviated from the me-

dian value more than one standard deviation was meaningful 

(or at least “noteworthy” given the sample size), the “above” 

and “below” par performances were calculated by vendor. 

Findings of the pricing models
Pricing results were interesting, to say the least. As can 

be seen in Figure 2, a wide variation exists between ven-

dors—pricing was not obtained from Vendor C as they were 

removed from consideration early (see discussion). 

Areas of Assessment Enquiry

Eighty seven questions distributed over the following key areas

Fundamental Audits, trial periods, pricing models

Basic functions Day-to-day usability, high level data management features 
etc.

System basics Back-ups, failover times, maximum possible data loss, IT issues

DIY essentials Tools and functions related to ease of sponsor trial/study 
development

Site related Messaging, guided workflow, moitoring

Data/build related Coding, role-based-security, site and form libraries, site/user 
management

CTMS/other Functions such as honoraria, inventory, display of non- 
English languages, branding support, forced upgrades

Source: Timothy Pratt

Table 1. The assessment tool covered seven key areas.

Standardized Pricing Models

Model

Patients/

Subjects Sites

Total 

Duration 

(months)

Unique 

CRFS

Data 

fields 

per CRF Randomization

A 50 5 12 20 30 Single Arm

B 250 50 36 20 30 Two Arm

Source: Timothy Pratt

Table 2. Apples to apples pricing was obtained through use of strict 
pricing models.
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Vendors, in general, were reluctant to provide pricing, and 

in some cases it took a number of communications to source 

this important component. Model 1 results, for the five site, 

50 patient 12-month single-arm trial were somewhat ex-

pected, with the exception of Vendor F whose very low price 

prompted a phone call in which it was confirmed as accurate. 

Vendor A did not provide pricing for 

Model 1 despite being asked to do so 

on a number of occasions.

Model 2 results were most sur-

prising and unexpected. While one 

expects to see some cost increases 

for a longer, larger, and two-arm trial 

(50 sites, 250 patients, 36 months, 

two arm), the 18x multiple for Ven-

dor F was very surprising (con-

firmed by e-mail as accurate). Ven-

dor B gave a multiple of 4.4x, while 

Vendors D and E were just under 3x. 

The objective of the two models was 

not only to standardize for compara-

bility, but also to give an indication 

of economic scalability for a DIY op-

tion. In this case, clearly Vendor F is 

poorly scalable, with Vendors B, D, 

and E progressively more so.

It is important to note in these re-

sults, however, that Model 2 pricing 

revealed even more important infor-

mation than economic scalability—

in fact, the pricing given called into 

question the entire premise that DIY 

is a cheaper option than full-service 

EDC. Other full-service research con-

ducted but not presented here indi-

cates that a full custom-built-for-the-proj-

ect EDC system can be had for Model 

2 starting at around $160,000 to about 

$220,000. Given that in the DIY model it 

is incumbent upon the sponsor to provide 

all the project management, CRF/study 

building, testing, and site training (that 

is, a personnel overhead that needs to 

be financed), the prospective purchaser 

must seriously consider exactly how 

much research they need to conduct and 

of what type, assuming Vendors B and D 

products will be an economic solution for 

moderate-larger trials is simply not true.

Discussion
In this particular instance, Vendor E is 

superior numerically and is highly com-

petitive in their pricing, with moderate scalability. Also Ven-

dor C is markedly below par across the board—this vendor 

also failed a basic security test: after logging out of the web-

site, clicking the “back” button on the browser allowed not 

only viewing of the last CRF used, but also permitted manipu-

lation and saving of that data and further use of the system, 

Source: Timothy Pratt

Figure 1. Vendor C earned a significantly lower score than the others.
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without reentering user name or password. It would seem 

then that the choice is clear, but a flaw in methodology be-

came apparent during analysis. Vendor C was excluded from 

all further analyses once this basic failure was discovered.

The methodologic flaw detected was one of weighting, or 

the absence of it. When Vendor C was removed from the data-

set variability across vendors is very low. Scores remaining are: 

90, 94, 81, 89 and 96 (Vendors A,B,D,E, and F) for a standard 

deviation of 5.79. This excludes Vendor D as probably inferior 

and leave the remainder essentially even in overall scores. How 

then to decide amongst the remaining candidates?

In the assessment process the primary effort was in stan-

dardizing the data by executing as objective a process as 

possible. Weighting is, by its very nature, subjective. It could 

be argued that a form of weighting is present in that the 

areas of interest do not have an equal number of questions. 

Additionally, the actual questions cho-

sen represent some form of subjective 

selection in the first instance. Nonethe-

less, it emerged that the questions them-

selves had different inherent values that 

would—and indeed should—influence 

the results; some questions were simply 

more important than others and should 

be weighted as such.

For example, one vendor who scored 

well cannot support any Internet browser 

other than Microsoft Internet Explorer 

(IE)—this effectively would exclude users 

of Apple based systems (Safari browser 

bundled with OS), or those precluded by 

their IT departments from using IE for 

security or other reasons from participat-

ing in any trial developed by the system. 

Another vendor had restrictions on what 

browsers other than IE and FireFox could 

do—Chrome, Safari, and Opera had 

limited functionality. These restrictions 

could effectively hamstring any clinical 

trial conducted where IE or FireFox were 

not used—which may be a lot of sites, 

especially in academic ones. Browser ag-

nosticism is very important, as there is 

increasing diversity of browser usage, and 

to remain focused on one or two products 

may exclude large segments of poten-

tial investigative sites. Thus, client soft-

ware agnosticism, in this case, browser 

type, should probably carry more weight 

in ranking. Figure 3 represents current 

worldwide browser usage.

Assessment questions were posed 

with respect to known issues—in this 

case, use of Java. Unfortunately, Java applets carry major secu-

rity risks, and many institutions completely disallow Java use. 

Another general area of concern is ease-of-use for the sites—

investigators are well known to strongly desire multiple form 

sign-off with one electronic signature, and to not have this 

feature threatens their willingness to participate in the trial. 

Some systems share a common software code base—that 

is, anyone using the system shares fundamental application 

code with others. This is not a bad thing in and of itself, but 

when the vendor changes the code base whether you like it 

or not—a forced upgrade schedule in effect—changes can be 

introduced that require instant SOP revisions, new site train-

ing, and/or new staff training, and may have a severe impact 

on productivity. In the vendor list examined in detail above, 

two employed a shared code base with forced upgrades (B 

and D), one had a partial shared code base and was prepared 

Standard Deviation

Mean Median Min Max SD

CTMS/other 13.0 14.0 7 15 3.03

Data/build related 
features

23.2 24.0 20 25 1.7

Site related 8.8 7.5 6 13 2.6

DIY essentials 8.8 9.0 6 13 2.6

System basics 15.2 13.0 12 21 3.7

Basic functions 9.0 9.0 7 12 1.7

Fundamental 5.0 5.0 3 6 1.1

Source: Timothy Pratt

Table 4. In order to determine the meaningfulness of the scoring data, 
scoring characteristics were plotted to determine the standard deviation

Data by Area

A B C D E F

Max. 

Poss.

CTMS/other 15 14 7 7 15 14 30

Data/build related 
features

23 24 17 24 20 25 42

Site related 6 13 6 6 9 10 20

DIY essentials 18 17 8 18 10 16 24

System basics 13 12 11 12 21 18 28

Basic functions 12 9 2 9 8 7 18

Fundamental 3 5 5 5 6 6 8

Total scores 90 94 56 81 89 96 170

Source: Timothy Pratt

Table 3. Vendor scores by area and overall versus maximum possible.
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to negotiate code change release schedules (F), and the rest 

provided a unique instance of the code to the sponsor who 

could determine if they wished to upgrade or not. Much of the 

time, a forced upgrade schedule is not 

problematic, but it can, and does, have 

ramifications at times that you’d probably 

rather avoid, so weighting of this compo-

nent may be appropriate.

Other vendors will not allow “sand-

box” use of their software—that is, the 

ability to use a fully featured system, 

without obligation, in order to evaluate 

usability with staff and others at your 

own pace without vendor representa-

tives present. This peculiar notion—af-

ter all, you’re going to spend many thou-

sands of dollars and even a car dealer 

will allow you to test drive a vehicle 

that costs far less—limits your ability 

to assess the system to what the sales 

representative is willing to show you in 

a highly-sanitized “demo” environment. 

For a DIY system, I would class the 

availability of a “sandbox” as extremely 

important—not, perhaps, to the “must have” level, but close.

All of the above points formed part of the assessment 

tool, and many more besides. Capabilities vary wildly across 

Source: Timothy Pratt

Figure 2. A wide variation exists between vendors in terms of pricing.
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systems and it is almost impossible to find one that does 

everything you’d like. Very careful consideration must there-

fore be given to what is an absolute requirement, a very im-

portant requirement, desirable requirement, an undesirable 

feature and a must-not-have feature/characteristic, with the 

responses weighted accordingly. Also consider carefully, 

what weight does price carry? Is it ok to pay twice as much 

for a system with one more important requirement? How 

about two? Three? Given that very few systems will meet all 

your requirements, after weighting, a conjoint analysis may 

have to be performed in order to assess which system truly 

is “best” for your particular needs and circumstances.

While much of the above is applicable no matter what envi-

ronment you find yourself in, there are a few more consider-

ations for the smaller enterprise to contemplate. For example, 

the CDMS had inventory and site payment capabilities. 

In this small company environment, selection of a system 

without those features means personnel have to manually 

perform the function, or consideration be given to spending 

extra to have data from the EDC system populate the CDMS 

for processing. That extra burden in people hours or money 

may present problems that are much more easily absorbed by 

a large organization. Additionally, if the skill-set required to 

build studies in a particular product is highly specialized with 

a steep learning curve then the impact of one staff leaving in 

a small department will have a far greater impact than in a 

larger department—thus no matter how powerful the prod-

uct, it may make you inherently vulnerable to staff turnover.

Conclusion
Finding and assessing an electronic data capture method-

ology is a task that must be approached methodically in a 

structured manner. EDC systems vary so much in capabili-

ties that the only valid way to make good judgments on suit-

ability is via standardization of the method of assessment. 

This is especially true for the smaller life sciences company 

which may not have the in-house expertise to rely upon, 

and seeking CRO or consultant help may be invaluable. 

Enabling cross-vendor pricing comparisons through use of 

models can reveal critically important information on prod-

uct scalability and economic feasibility for different project 

types. Finally, careful consideration of your company’s spe-

cific needs may lead to weighting of particular components 

or dimensions of DIY systems which can help differentiate 

vendors when a clear “winner” is not present.

Timothy Pratt, PhD, is a Healthcare & LifeSciences Solution 

Design Consultant at PowerObjects, e-mail: prattusa@

gmail.com.

Below Par Performance

Assessment Area

Below Par (>1SD) 

Performance

CTMS/other D

Data/build related features E

Site related A, D, E

DIY essentials E

System basics

Basic functions

Fundamental A

Source: Timothy Pratt

Table 5. Vendors that were below par perfor-
mance by category.

Above Par Performance

Assessment Area

Above Par (>1SD) 

Performance

CTMS/other none

Data/build related features none

Site related B, F

DIY essentials A, B, D, F

System basics E

Basic functions none

Fundamental none

Source: Timothy Pratt

Table 6. Vendors that were above par perfor-
mance by category.

Source: StatCounter

Figure 3. Internet Explorer is still the most popular 
browser, although its dominance is in jeopardy.
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Community

Timothy L. WelkeRoger HunterSal ChiovariBayard Gardineer III

People
 ◗ inC research, llC, 

(Raleigh, NC), a therapeuti-

cally focused global clinical 

research organization an-

nounced the appointment 

of Sal Chiovari as its new 

Chief Information Officer. 

Chiovari will lead the com-

panyÕs worldwide informa-

tion technology initiatives, 

including the development 

of new information systems 

architectures and strategic 

plans aimed at improving ef-

ficiency for clinical develop-

ment programs.

 ◗ CTi Clinical Trial and 

Consulting Services (Cin-

cinnati, OH) announced the 

hiring of ryan Bodle as Se-

nior Accountant and elaine 

Moorman as Study Manager. 

CTI also announced the pro-

motion of Meredith dees 

to Regulatory Specialist II, 

Kristen Cooney to Associ-

ate Study Manager, Theresa 

Crouch to Senior Regulatory 

Specialist, Jeff Smith to 

Senior Research Associate, 

and Joe Schroeder to Senior 

Research Associate.

 ◗ novella Clinical (Re-

search Triangle Park, NC) 

announced an expanded 

business development team 

with the addition of three 

Directors of Client Service: 

pamela Kennedy, RN, 

Fabio Mariano, and Mat-

thew O’rourke.

 ◗ diA (Horsham, PA) 

appointed Bayard Gar-

dineer iii as Director of 

Finance/Chief Financial 

Officer. DIA also an-

nounced that Jytte lyn-

gvig, former CEO of the 

Danish Medicines Agency, 

has been appointed Direc-

tor for DIA Europe.

 ◗ The Almac Group’s 

(Souderton, PA) Clinical 

Technologies business unit 

announced that Charlie 

Morris has joined the com-

pany as Vice President of 

New Products and Services. 

Morris will oversee the de-

velopment of AlmacÕs IXRS 

technology and enhance the 

companyÕs metrics-based 

discipline to the software 

development process.

 ◗ Clinipace Worldwide 

(Morrisville, NC) announced 

company executive ran 

Frenkel, RPh, Vice Presi-

dent, International Business 

Development, will take on ad-

ditional responsibility as the 

Managing Director, EMEA.

 ◗ pharmanet/i3, (Princ-

eton, NJ) inVentiv HealthÕs 

clinical segment, announced 

that Susan C. Stansfield, 

PhD, has joined the com-

pany as Executive Vice Pres-

ident of Clinical Operations 

for Phase II-IV Development 

in Europe, Middle East, 

and Africa (EMEA), Asia-

Pacific, and Latin America.

 ◗ CiTrials (Costa Mesa, 

CA) announced the ap-

pointment of Timothy l. 

Welke to the newly created 

position of Vice President of 

Clinical Operations.

 ◗ Secretary’s Advisory 

Council on Human re-

search protections (SA-

CHrp) (Washington, DC) 

appointed new member 

Owen Garrick, MD, MBA. 

SACHRP resides within the 

Office of Human Research 

Protections, a division of 

the Department of Health 

and Human Services. In 

this role, Garrick will help 

provide advice and recom-

mendations to Secretary 

Kathleen Sebelius on issues 

and topics pertaining to pro-

tection of patients in clinical 

trials. Garrick is currently 

President and Chief Operat-

ing Officer for Bridge Clini-

cal Research.

 ◗ pAreXel (Boston, MA) 

announced that its Chairman 

and CEO, Josef von rick-

enback, has been named 

2013 Chairman of the Asso-

ciation of Clinical Research 

Organizations (ACRO). 

Since its founding in 2002, 

ACRO has been committed 

to highlighting CRO exper-

tise in all aspects of the clini-

cal research enterprise.

 ◗ Chiltern international 

limited (London, UK 

and Wilmington, NC) an-

nounced the appointment 

of roger Hunter as Vice 

President of Strategic Part-

nerships in the Business 

Development function.

 ◗ iCOn plc, (Dublin, 

Ireland) announced that 

robert l. Howie, Jr. has 

been appointed Chief Mar-

keting Officer. Howie is an 

experienced executive with 

a background in marketing, 

business development, mar-

ket research, publishing, 

and communications.

 ◗ BrAnY (Biomedical 

research Alliance of new 

York) (Lake Success, NY) 

announced the following 

staff changes: raffaella 

Hart, BS, CIP, CIM, has 

been promoted to Vice 

President of Institutional Re-

view Board and Institutional 

Biosafety Committee Ser-

vices. Michael Brown has 

joined as an IRB analyst. In 

this role he will work closely 

BuSIneSS and PeoPLe uPdaTe
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Community

Clinical Research advantage was awarded the Silver award for 
executive Team of the Year at the Best in Biz awards. Mark S. 
Hanley (left), Chief executive office, and david Bruggeman (right), 
President and Chief operating officer were recognized.

with BRANY’s central IRB 

to ensure regulatory compli-

ance and prompt reviews.

 ◗ CdiSC (Austin, TX) 

announced the addition 

of five individuals to the 

CDISC Board of Directors 

(BoD) for a three-year term. 

Carolyn Compton, MD, 

PhD, Michael Glickman, 

douglas peddicord, PhD, 

Stephen pyke, and John 

Speakman each contribute 

unique skillsets to the BoD 

that will assist CDISC as 

it moves forward with its 

strategic goals in 2013. Ap-

preciation goes to Steven 

Hirschfeld, MD, PhD, and 

robert Goodwin, who com-

pleted their CDISC board 

service in December 2012 

and to Wayne Kubick who 

has become the Chief Tech-

nology Officer for CDISC. 

 

Acquisitions
•	Synteract, (San Diego, 

CA) portfolio company of 

San Francisco-based Gry-

phon Investors, entered 

into a definitive agreement 

under which they will ac-

quire Harrison Clinical 

research (HCR). HCR, 

headquartered in Munich, 

Germany, has operations in 

Europe, Israel, and South 

America, in addition to a US 

office in Princeton, NJ.

Awards
•	BBK Worldwide (New-

ton, MA) has been awarded 

a 2012 Bronze Health Award 

in the Patient Education Por-

tal Website category for their 

online diabetes community, 

CallingAllTypes.com. The 

Health Information Resource 

Center has recognized BBK 

for its digital resource for 

consumer and health profes-

sionals. BBK also announced 

that the company received 

re-certification as a Women’s 

Business Enterprise. This 

certification comes from 

the Center for Women and 

Enterprise, a regional certi-

fying partner of the Women’s 

Business Enterprise Na-

tional Council.

•	ClinTec international 

(Glasgow, UK) announced 

rabinder Buttar, PhD, 

has received the Scottish 

Asian Business “Women of 

the Year” award. The Scot-

tish Asian Business Awards 

honor the achievements, 

determination, and hard 

work of the Scottish Asian 

entrepreneurs who have 

been the leaders and drivers 

of growth in their industry.

•	Clinical research Advan-

tage (CrA) (Tempe, AZ) re-

ceived a national honor in this 

year’s Best in Biz Awards, 

the only independent busi-

ness awards program judged 

by members of the press 

and industry analysts. CRA 

received the Silver Award 

for Executive Team of the 

Year. Mark S. Hanley, Chief 

Executive Officer, and david 

Bruggeman, President and 

Chief Operating Officer, were 

recognized for their strategic 

vision and leadership in grow-

ing the company.

•	Advanced Clinical, 

(Deerfield, IL) provider of 

clinical research solutions, 

announced their celebra-

tion as 2013 marks the 25th 

year in business for the 

Advanced Group.  

 

Company News
•	patient-Centered Out-

comes research institute 

(pCOri) (Washington, 

DC) announced the PCORI 

Challenge, a competition to 

create a system for connect-

ing healthcare researchers 

and patient partners to 

advance patient-centered 

comparative effectiveness 

research. PCORI launched 

the challenge in collabora-

tion with Health 2.0, a San 

Francisco-based company 

that promotes and show-

cases new technologies in 

healthcare through a series 

of conferences, code-a-

thons, challenge competi-

tions, and more. PCORI 

will award cash prizes to 

the winning developers in 

two categories: conceptual 

model ($10,000) and proto-

type ($40,000).

•	inC research, llC, 

(Raleigh, NC) announced 

it has reached a milestone 

with its metrics-driven 

clinical trial outsourcing 

methodology known as the 

Trusted Process, complet-

ing its 500th QuickStart 

Camp. Designed to align 

expectations and build 

study ownership across the 

entire project team from the 

onset of a study, INC Re-

search’s QuickStart Camp 

is a week-long collaborative 

meeting featuring a series 

of moderated gatherings to 

drive accurate study plan-

ning and conduct proactive 

risk management.

•	iCrC-Weyer (Berlin, 

Germany) has made fur-

ther enhancements to 

their pharmacovigilance 

risk management. By in-

tegrating medical review 

procedures into the phar-

macovigilance system, the 

company now aims to pro-

vide efficient risk manage-

ment strategies inline with 

current market and regula-

tory developments.

•	Healthcare education 

Services (St. Albans, UK) 

aims to continue offering 

comprehensive training in 

2013. Courses include on-

cology, asthma and COPD, 

biomarkers, cardiovas-

cular medicine, hemato-

logical malignancies, and 

breast cancer.
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Verum.de entered into agreement to become the preferred clini-
cal trial services provider for the oncology Center for oncologic 
diagnosis and Treatment (pictured above). The center was developed 
with the first private investment funding in oncology in Romania.

•	Celerion (Lincoln, NE) 

announced the expansion 

of its capabilities in the re-

spiratory therapeutic area, 

with the addition of a dedi-

cated Bronchoscopy Suite 

in the Belfast, Northern 

Ireland, UK facility. The 

Bronchoscopy Suite allows 

bronchoalveolar lavage 

(BAL) to be performed 

within the Celerion clinic, 

utilizing study participants 

from their database.

•	erT, (Philadelphia, PA) 

a global technology-driven 

provider of health out-

comes research services 

to biopharmaceutical orga-

nizations, medical device 

companies, and CROs an-

nounced milestones that 

reinforce its position as 

an eClinical trial solutions 

provider in Japan. ERT 

completed registration for 

Kabushiki Kaisha in Japan 

and has formed a fully-

owned subsidiary, erT 

Asia Group, ltd. Along 

with this registration, ERT 

will grow the number of lo-

cal resources in Japan that 

will work directly with its 

customers to deploy Japan-

based projects.  

 ERT also announced 

a series of upcoming 

industry conferences 

and company-sponsored 

events which will feature 

presentations by members 

of ERT’s Scientific and 

Regulatory teams. Scien-

tific and Regulatory team 

members will speak at the 

following events: 

     Mar. 4-6: DIA Euro-

Meeting; Amsterdam, 

Netherlands. Wolfgang 

Summa, MSc, PhD, will 

present “Data at the Heart 

of Clinical Trials—the Key 

to Successful Health Out-

comes Research.” 

     Mar. 18-21: BioPharm 

Asia; Sentosa, Singapore. 

robert Brown will present 

“Improving Clinical Trial 

Data Collection, Manage-

ment, and Analysis.” 

     Apr. 10-12; PROFI-

CIENCY™ 2013; Fort 

Lauderdale, FL. ERT sci-

entists will present with in-

dustry and regulatory ex-

perts on topics pertaining 

to the scientific, regula-

tory, and commercial con-

siderations of effectively 

capturing patient safety 

and efficacy data. 

•	inVentiv Health, inc. 

(Burlington, MA) an-

nounced that its existing 

clinical research organi-

zation, PharmaNet/i3, 

will be renamed inVentiv 

Health Clinical. This 

renaming ref lects the 

closer alignment between 

the clinical segment and 

inVentiv’s commercial 

and consulting services. 

inVentiv Health Clinical 

offerers early stage (Phase 

I), Phase II-III, late stage 

(Phase IV), clinical devel-

opment, and clinical staff-

ing services to healthcare 

companies worldwide.

New Products
•	ArisGlobal (Stamford, 

CT) announced the avail-

ability of agDisclosure 3.1, 

a system that aims to en-

able sponsors to plan, pre-

pare, and manage submis-

sions to multiple registries. 

agDisclosure is the newest 

addition to ArisGlobal’s 

Total Clinical, a platform 

for clinical research that 

includes EDC, CTMS, 

ePRO, medical coding, 

supply chain management, 

and safety reporting—all 

accessed via agWorld, a 

central clinical portal.

•	Clinipace Worldwide 

(Morrisville, NC) an-

nounced significant inno-

vations to its proprietary 

TEMPO eClinical platform. 

As a private cloud-based 

application, TEMPO serves 

as the technology founda-

tion to all of Clinipace’s 

clinical development ser-

vice delivery teams. 

 

New Facilities
•	novella Clinical (Re-

search Triangle Park, NC) 

announced the relocation of 

the company’s US headquar-

ters to 1700 Perimeter Park 

Drive, Morrisville, NC, in 

the heart of Research Trian-

gle Park. The 77,000+ square 

foot Class A office building is 

now home to Novella’s more 

than 300 RTP office-based 

staff. Novella used green 

construction practices to 

upfit the building including 

utilizing low- and no-VOC 

carpets and paint, install-

ing LED lighting, reusing 

materials, and recycling 

construction debris. These 

measures minimized landfill 

waste during construction 

and will improve air quality 

and energy efficiency mov-

ing forward.

•	Cato research, (Dur-

ham, NC) in its 25th year of 

global drug development, 

and Cato Bioventures, 

CATO’s venture arm, an-

nounced the opening of a 

new office in Houston, TX. 

•	Verum.de (San Diego, 

CA) a full-clinical service, 

German-based CRO, with a 

new office in Carlsbad, CA, 

has entered into an agree-

ment with the Center for 

Oncologic diagnosis and 

Treatment (Oncocard) in 

Romania to be its preferred 

provider of clinical trial 

services. The center, devel-

oped with the first private 

investment funding in on-

cology in Romania, is new 

and features state-of-the-art 

services and equipment.
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A Closing Thought

Kevin Connor

Executive Vice President of the 
Decision Solutions Group 
Decision Lens
E-mail: kconnor@decisionlens.com

Decision makers can 
increase collaboration, 

transparency, efficiency, 
and effectiveness,  

while reducing 
development risks.

Organizations can better decide whether 

to launch a product or terminate its devel-

opment by bringing together their best 

data and best minds with best practices.

Many pharmaceutical companies apply 

three basic principles for improved clinical 

trial-based decisions. These decisions range 

from clinical development plans for a given 

indication—making sure the right ques-

tions are asked and answered—to which 

indication to investigate first, to which CRO 

should carry out the study. Three decision 

principles can reduce risk and increase the 

probability of drug development success:

Collaborative prioritization. When 

scientists, physicians, quality assurance, 

compliance, marketing, and operations 

stakeholders make decisions together, 

their objectives compete. Some are based 

on structural incentives of their role, oth-

ers by individual preferences/biases. All 

are shaped by good, but often incomplete, 

information. Decision makers must col-

laborate to structure their decisions. With 

a framework for choices, stakeholders can 

collectively weigh in on the relative impor-

tance of factors, gain insight into the posi-

tions of others, and highlight and diffuse 

biases to reduce knowledge gaps. 

Using techniques like paired compari-

sons of criteria, stakeholders can draw 

out points of agreement and disagreement 

and better learn what drives their choices. 

This fosters fair process, consensus build-

ing, and common language, and disarms 

advocacy-based decisions by framing 

issues important to the choice. Perfor-

mance of options can be clearly tied to key 

factors, and objectives and priorities can 

be linked to courses of action.

Sensitivity analysis. Decisions rarely 

remain static for long. Considerations 

change as new evidence is collected. Fi-

nancial considerations before and after 

an economic crisis, or regulatory consid-

erations on either side of an election or 

court ruling, can be very different. 

The performance of options against key 

criteria can be independent of the impor-

tance of criteria. With the collaborative 

prioritization described above, relative 

importance of criteria can be adjusted to 

reflect actual or hypothetical future sce-

narios. Testing decisions this way, stake-

holders can understand how fragile or 

robust their choices are and ask questions. 

Decision mapping. A repository of pri-

oritized factors from previous decisions al-

lows you to see how a decision was taken. 

A decision map can compare the future 

outcome of the decision to the usefulness 

of the framework used to make the choice. 

Mapping lets decision makers assess the 

accuracy of their predictions, and how well 

factors were understood. Mapping also 

helps improve decisions over time. Stake-

holders can observe whether perceived 

success factors were truly influential, bet-

ter understanding the factors that affected 

the decision—and alternate courses of 

action if those factors had been anticipated. 

They can also begin to understand the 

value of their estimates or forecast of per-

formance against key decision criteria.

By applying these practices in a struc-

tured decision making framework, phar-

maceutical decision makers can increase 

collaboration, transparency, efficiency, and 

effectiveness in clinical research decisions, 

while reducing development risks. ❏

D
rug development costs are higher and timelines longer than 

they have ever been. Study protocols are complicated by factors 

including the complexity of international markets, which have 

unique regulatory requirements and economic conditions. Still, re-

searchers must assure that clinical trial planning and execution proceed 

effectively and efficiently. 

Three Steps to Better Decisions
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