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Developing instrument translations for use 
on ePRO devices requires early collaboration 
among the sponsor, ePRO vendor, and 
language service provider. This important 
step can eliminate many technical problems 
and instrument administration issues. 
Partnering with Corporate Translations 
ensures a thorough review and proper 
linguistic validation of  the adapted 
instrument for use on an ePRO device when 
required. That’s why Corporate Translations 
is the preferred supplier of  ISO 9001:2008 
translation and linguistic validation solutions 
to the world’s leading life science companies.

www.corptransinc.com
1-855-727-6003
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in ePRO translations.

�/LQJXLVWLF�9DOLGDWLRQ�_�%DFN�7UDQVODWLRQ�_�+DUPRQL]DWLRQ�_�&RJQLWLYH�'HEULHÀQJ�_�H352�&RQVXOWDWLRQ

www.corptransinc.com
1-855-727-6003

Refer to the experts 
in ePRO translations.

�/LQJXLVWLF�9DOLGDWLRQ�_�%DFN�7UDQVODWLRQ�_�+DUPRQL]DWLRQ�_�&RJQLWLYH�'HEULHÀQJ�_�H352�&RQVXOWDWLRQ

®Driven by Definition

ES348697_ACT1113_CV2_FP.pgs  10.31.2013  22:27    ADV  blackyellowmagentacyan



ACRP Training  
Improves Performance
The Global Leader in Quality  

Clinical Research Training

 ICH Good Clinical Practice

 Fundamentals of Clinical 

Research

 Ethical Considerations 
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Professionals

 Project Management 

for Clinical Research 

Professionals
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www.acrpnet.org/pd

Discover Your Pathway for  

Success in Clinical Research
NEW, FREE Resources from ACRP: Professional Development 

Pathways for CRCs, CRAs and PIs

A Professional Development Pathway is about understanding the knowledge and 

skills you need to have, and when in your career you need to have them. Regardless 

of your job title, position description, or level of experience in clinical research, 

ACRP’s Professional Development Pathway is a clear roadmap for your professional 

development and provides the framework you need to own your success in clinical 

research. Pathways define 14 content areas critical to the ethical, responsible and 

successful conduct of clinical trials, along with a set of skills and the degree of 

mastery expected of clinical researchers at the basic, intermediate and advanced 

level for each content area. Discover your pathway at www.acrpnet.org/pathway.

www.acrpnet.org

OWN YOUR 

SUCCESS
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Gaps in operational and therapeutic knowledge can slow down 

a clinical trial or even bring it to a complete stop. At Worldwide 

Clinical Trials we have teams of experts in key therapy areas and 

in trial implementation who know exactly the kind of potential 

problems that can occur and plan accordingly. 

We combine that with a forward thinking, scientifi c ethos that 

helps us to fi nd better ways to improve processes, meet timelines 

and secure the delivery of robust data. It means you can feel 

confi dent that every single element is in place to ensure operations 

run smoothly from start to fi nish. If you’d like to experience a 

clinical trial where everything falls perfectly into place, get in 

touch with us at www.wwctrials.com now.

Clinical trials run better when 

you’re able to identify problems 

before you start
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T
here are several key questions to raise 

when considering whether to begin de-

veloping products for Asian markets outside 

those markets. For example,

•  Is initial development in the United States 

or European Union?

•  Will Phase II or Phase III global trials in-

clude China, Japan, or South Korea?

For global companies, the first IND filing 

often occurs in the United States or Euro-

pean Union. During a routine Phase I de-

velopment, sponsors now can incorporate 

Asian data in parallel to these Western re-

gions. Japan requires sponsors to provide 

Japanese PK data prior to any efficacy stud-

ies in Japan, allowing sponsors to include Ja-

pan in a Phase II Japan/Asian trial or a Phase 

III global trial. 

Gathering Chinese PK data outside of 

China facilitates the country’s participation 

in global studies and may be used for regis-

tration in China and Taiwan. Since it takes 

eight to nine months to file an IND in China, 

having ex-China/Taiwan data collected out-

side of those countries while waiting for the 

SFDA to approve the INDs may be an option.  

While ex-China PK data has been used to 

facilitate China’s participation in global trials, 

it is currently unknown if it can also satisfy 

product registration requirements. It is likely 

that Chinese regulatory authorities will even-

tually allow data collection outside of China, 

even for registration purposes, if it satisfies 

SFDA requirements the same way ex-Japan 

data currently fulfills the Japanese Ministry 

of Health’s requirements.

Stanford Jhee, Pharm.D., is Vice President of 

Scientific Affairs, Early Phase, and Sy Pretorius,

MD, MS (Pharmacology), MBA, is Corporate Vice 

President, Worldwide Head Early Phase, both at 

Parexel International.

N O T E W O R T H Y

Go to:

appliedclinicaltrialsonline

.com to read these 

exclusive stories and 

other featured content.

ClinTech
Look for the results of our 

Clinical Technologies sur-

vey next month. Learn how 

your colleagues view the 

cloud, make their technolo-

gy decisions, and what the 

top technology purchases 

are in their future. Save 

the date for ClinTech 2014, 

http://bit.ly/1aoxTC6.

Blogs
Our timely blogs review the 

highly popular Risk-Based 

Monitoring Conference in 

Philadelphia at the end 

of October. Other topics 

include ways to finance 

the growing costs of clini-

cal trials, and how metrics 

plays an important role in 

outsourcing moving for-

ward, www.appliedclinical-

trialsonline.com/blogs.

eNewsletters
Upcoming special edition 

eNewsletters include Risk-

Based Monitoring Dec. 

12; Oncology Trials, Dec. 

19; and the 2014 debut 

of ACT Direct will be in 

your inbox on January 7. 

Register at http://bit.ly/

NBvcNx to receive all our 

eNewsletters.

eBooks
Applied Clinical Trials 

launched its first eBook 

“Risk-Based Monitoring 

in Clinical Trials” and is 

available for linking or 

download here at http://

bit.ly/15vpTbt.

Ethnobridging to Accelerate Drug Development

Visit http://bit.ly/16IHFZw for the full version of this article

Models, Myths, and Momentum—

Monitoring Clinical Trials
This webcast will look at the current state 

of clinical monitoring through recent sur-

veys, discuss the various models under the 

umbrella term of “risk-based monitoring,” 

and highlight many of the challenges and 

barriers to changing monitoring models, www.

appliedclinicaltrialsonline.com/monitoring.

Implementing Rare Disease 

Registries
This webinar will identify the inherent chal-

lenges in conducting rare/orphan disease 

registries and study management strate-

gies that have proven to successfully 

address them, www.appliedclinicaltrialson-

line.com/unique.

eLearning

Patient data 
quality: auto-queries 
take the lead.

Auto-query to Site

Data Management to Site

Site Manager to Site

Other / Unknown

Source: Medidata Insights, Metrics Warehouse
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that fit your criteria for strategic alliances.

SAVE 
15% off 
the standard rate  

with code 
XP1900ACTNOV
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NEWS

V I E W  F R O M  W A S H I N G T O N

P
olicies to widen access to patient 

level data from clinical trials are 

gaining traction, despite strong op-

position from research sponsors that 

such initiatives will undermine patient 

privacy and incentives for new drug de-

velopment. There is general agreement 

that clinical data sharing can improve the 

efficiency of clinical trials, validate regu-

latory decisions, and increase public con-

fidence in clinical research. But sponsors 

are concerned about who controls access 

to data, the purposes of disclosure, and 

safeguards to protect all parties.

To head off a plan by EMA for pub-

lic release, or “sharing,” of study data 

in registration dossiers, sponsors are 

rolling out voluntary data sharing pro-

grams, as outlined in a “principles” doc-

ument issued in July by the Pharma-

ceutical Research and Manufacturers 

of America (PhRMA) and the European 

Federation of Pharmaceutical Industries 

and Associations. Companies are ad-

vised to establish independent scientific 

review boards to evaluate outside data 

requests, plus procedures to protect 

patient privacy. The aim is to delay full 

data disclosure by EMA in January 2014, 

so that standards, third-party programs, 

and voluntary initiatives have more time 

to demonstrate their ability to enhance 

research transparency while protecting 

patients and research companies. 

Industry objects that the EMA plan 

fails to limit access only to bona fide 

researchers seeking to address valid 

scientific questions. And the prospect 

of releasing full regulatory dossiers 

could expose proprietary formulation 

and manufacturing data and informa-

tion on product development and fu-

ture indications. Broad release of clini-

cal data, moreover, could undermine 

product exclusivity in countries such as 

Australia, Brazil, China, and Korea that 

link exclusivity to data confidentiality, 

explained Pfizer Senior Vice President 

Justin McCarthy at a PhRMA briefing 

in October. He warned that companies 

may rethink their development and reg-

istration strategies if the EMA proceeds 

with its plan for full release of regula-

tory submissions. Sponsors may decide 

to delay submissions for approval in 

Europe or seek to eliminate or redact 

more confidential commercial informa-

tion in dossiers. 

Sponsors also are concerned about 

a June 2013 proposal from FDA to make 

available masked and de-identified data 

submitted in applications, possibly lim-

ited to information aggregated across 

drug classes. FDA reopened comments 

to this proposal in October, seeking ad-

ditional information on what factors to 

consider in masking study data and if 

there are ways to identify patients af-

ter removing names, birth dates, death 

dates, and geographic information. 

Industry is more comfortable with 

FDA’s more narrowly focused data 

sharing plan, although still wary that 

outside researchers with advanced 

computer systems and access to ex-

tensive genomic information will be 

able to re-identify patients, particularly 

those involved in studies on rare dis-

eases or cancers that affect small pa-

tient cohorts. And permitting non-ex-

perts to gain access to data, comments 

PhRMA, could result in “unjustified 

second-guessing of FDA’s regulatory 

decisions” that raises alarm among pa-

tients and providers and discourages 

appropriate treatment. 

Seeking consensus

These controversies are spurring efforts 

to reach consensus on achieving data 

transparency while enhancing biophar-

maceutical innovation. An Institute of 

Medicine committee began delibera-

tions last month on “Responsible Shar-

ing of Clinical Trial Data,” with the in-

tent of issuing guiding principles and 

a framework for such initiatives. An in-

terim report is due in January, and a final 

report in December 2014 to assess the 

benefits and risks of data sharing and 

opportunities for responsible disclosure.

While more pharma companies will 

launch data sharing programs in Janu-

ary, these voluntary initiatives have limi-

tations. Firms don’t plan to hand over 

clinical data sets to outsiders, but to 

run their queries through in-house data 

systems and provide results. And there 

are concerns about the real indepen-

dence of a company-appointed scientific 

review board. 

Patient representatives at the PhRMA 

briefing noted problems with informed 

consent if clinical data is to be used by 

outside parties for other purposes. FDA 

requires sponsors to advise clinical trial 

participants as part of the consent pro-

cess that a summary of data from the 

study will be posted on clinicaltrials.gov, 

but that this information will not identify 

specific patients, attorney Mark Barnes 

pointed out at the October Clinical Trial 

Disclosure conference sponsored by the 

Drug Information Association. Weak-

ened privacy safeguards, however, could 

invalidate that assurance. 

Sponsors insist that they should de-

cide how to share research informa-

tion—not government regulators. And 

patient advocates are fearful of ques-

tionable secondary statistical analyses 

that challenge regulatory decisions and 

sponsor assessments. But there’s opti-

mism that the disclosure movement will 

spur data interoperability standards and 

open sourcing models, all key to trans-

forming clinical research. 

—Jill Wechsler

Sponsors Struggle with Data Disclosure Requirements
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EVENT OVERVIEW:

Clinical monitoring can account for approximately half the 

costs of later stage clinical development projects. Current 

monitoring practices typically center around a static, on-site 

monitoring model with 100% source document verifcation as 

the CRAs primary function.
 

With FDA beginning its Guidance on the topic in 2011 and 

fnalizing this past August, pharmaceutical companies have 

been examining their approaches to monitoring to better 

apply resources, costs and efciencies.
 

This webcast will look at the current state of clinical monitoring 

through recent surveys; discuss the various models under the 

umbrella term of “risk-based monitoring” and highlight many 

of the challenges and barriers to changing monitoring models.
 

A robust panel discussion will be the cornerstone of this 

Webcast and we look forward to an interactive discussion and 

Q&A session with our industry expert speakers. 

Key Learning Objectives:

n  To understand the various monitoring models

n  Learn about the current emphasis on centralized 

monitoring

n  Understand various operational and cultural challenges to 

monitoring changes 

 

Produced by Applied Clinical Trials in collaboration with our underwriter SAS
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G L O B A L  N E W S

C
linical research is becoming increas-

ingly complicated and fraught with 

risks. In this climate, the European 

Forum for Good Clinical Practice (EF-

GCP) has a vital role to play in bringing 

together all stakeholders to work out 

how to discharge their responsibilities 

in the framework of the clinical trial pro-

tocol for the protection of each consent-

ing participant, according to two senior 

EFGCP officials.

Identifying problems and finding so-

lutions by ensuring collaboration be-

tween all stakeholder groups in working 

parties remains essential to the group’s 

working model, particularly in the im-

portant fields of ethics, education, au-

dits, and pediatric and geriatric trials, 

noted Jean-Pierre Tassignon, MD, for-

mer Chairman of the EFGCP, and Board 

Member Olga Kubar.

EFGCP celebrates its 20th anniversary 

this year, and remains a not-for-profit 

think tank open to anybody who wishes 

to debate in a multidisciplinary mode 

real-life issues at the interface between 

science and ethics concerning the prac-

tice of clinical research, they wrote in 

the Summer issue of EFGCP News.

“By and large, it (clinical research) is 

practiced for the advancement of medi-

cine and in the public interest,” they 

stated. “It is within the EFGCP struc-

ture that multi-stakeholder consensus 

ripens and is pragmatically formulated. 

It is vital to continue to reach out to 

partner organizations outside the EF-

GCP and to open up the discussion to 

as many stakeholders as possible. A 

successful example is the ongoing col-

laboration with DIA [Drug Information 

Association] in organizing the Annual 

Pediatric Conference.”

Tassignon and Kubar also looked 

back at the early days of the forum. Rep-

resentatives from 25 organizations in-

volved in clinical research in Europe 

met at a hotel at Brussels airport in No-

vember 1991. This group included spon-

sors, CROs, IT companies, the Euro-

pean Ethics Review Committee (EERC), 

the UK Medical Research Council, and 

the Wellcome Foundation. A founda-

tion working group was set up under the 

chairmanship of Alfred Pauls, Head of 

Information Systems at Schering AG. He 

is now senior consultant at the Berlin 

Center for Epidemiology and Health Re-

search (ZEG Berlin).

The EFGCP held its constitutional 

assembly in May 1993, hosted by the 

European Organization for Research 

and Treatment of Cancer. Two key peo-

ple were Josef Hoet, Vice Chairman of 

the EERC, the first multinational eth-

ics committee in Europe, and Tassi-

gnon, Executive Vice President of the 

largest clinical CRO in Europe at the 

time: G.H. Besselaar Associates, Inc., 

Princeton, New Jersey, now part of Co-

vance, Inc. Both men were based in 

Brussels, and they started brainstorm-

ing about the need for a neutral place 

where professionals involved in clinical 

trials, including those from the regula-

tory authorities and patient associa-

tions, could meet and debate how to 

translate moral, scientific, and technical 

responsibilities into daily practice in 

different countries.

The first annual conference took place 

later in 1993, and the EFGCP has now or-

ganized over 150 open, multidisciplinary 

meetings in Europe and beyond. It has 

published many position papers, and 

the ethics, education, and audit work-

ing parties, which were created in 1993, 

remain active. The elaboration of a sys-

tematic approach to training of ethics 

committee members by the ethics work-

ing party has been ongoing since 2007. 

More recently, the EFGCP-EGAN (Euro-

pean Genetics Alliance Network) co-led 

Patients’ Roadmap to Treatment Work-

ing Party reflects the absolute necessity 

of including patient representatives in 

a very close partnership with clinical 

research professionals, according to Tas-

signon and Kubar.

Tassignon, who is President of Cross-

over Clinical Research Infrastructures 

AG, was succeeded as chairman in 2010 

by Ingrid Klingmann, MD, President of 

Pharmaplex bvba. Attention is now fo-

cusing on the EFGCP’s next annual con-

ference, “Benefits and Risks of Research: 

How Do We Redress the Current Imbal-

ance?”—to be held on January 28-29 in 

Brussels.

“Without evidence, risks are exag-

gerated and the benefits played down. 

Medical and drug development is un-

dermined, researchers are cautious, 

monitors are without clear and appro-

priate objectives, and as importantly 

potential research participants ill- or 

un-informed. We all lose,” noted the 

organizers. “There is therefore an urgent 

need for an accurate assessment of this 

balance and a coordinated approach to 

resolve these problems.”

The event will explore the conse-

quences of research, and look at how to 

achieve a fair balance that promotes im-

provements in healthcare and new medi-

cines without diminishing protection of 

the research participant. It will also ad-

dress the current proposal for an EU clin-

ical trial regulation and its consequences.

—Philip Ward

GCP’s Future: Looking Ahead to the Next 20 Years

EFGCP remains a not-for-profit think tank open 

to anybody who wishes to debate real-life issues 

concerning the practice of clinical research.
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M
any factors affect a sponsor’s deci-

sion to pick a region in which to 

conduct a clinical trial. Clinical 

grant expenditures represent a signifi-

cant portion of later phase clinical trial 

budgets. Therefore, the relative cost per 

visit can play a large role in which region 

to select.

IMS Health’s current analysis dem-

onstrates that the cost per patient visit 

in the newer, emerging geographies, is 

growing more rapidly than in more estab-

lished regions. The established regions 

(Western Europe, US/Canada, and Aus-

tralia/New Zealand) have been averag-

ing 8% annual increases from 2011-2013, 

while grant costs in developing regions 

(East Asia, Latin America, and East-

ern Europe) are growing at two to three 

times those rates with an average of 23%. 

Even if these emerging re gions are start-

ing off on a lower base as compared to 

well established regions, the rapid rise in 

cost in these regions warrant careful con-

sideration in the coming years.

—IMS Health (for more information 

contact clinicaltrials@us.imshealth.com)

Cost Per Visit Trends Higher for Less Established Regions

Source: IMS GrantPlan

Figure 1. Cost per visit rate trends, 2008-2010 and 2011-2013.
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W
hat might be the determining 

phase of discussions on new 

clinical trials rules for Europe is 

starting this autumn.

Talks are scheduled to begin No-

vember between the three European 

Union institutions that must reach a 

final view on the proposed new rules. 

This is the stage of EU legislation 

when members of the European Par-

liament slug it out with the Council of 

Ministers —which consists of national 

governments—under the watchful gaze 

of the European Commission, which 

drafted the initial proposal.

Compromise is supposed to be the 

name of the game—and there are plenty 

of areas where compromise is going to 

be needed. Divergences of view exist on 

everything from data transparency to the 

role of ethics committees, from time-

frames for decisions to the requirements 

for informed consent, and from spon-

sors’ responsibilities to insurance and 

indemnification. 

But on some of the issues—and nota-

bly on data transparency—the positions 

are so far apart that compromise seems 

difficult, if not downright unlikely. Add 

to that the urgency forced onto the talks 

by a tight legislative calendar, and you 

have all the ingredients for an explosive 

rather than an emollient negotiation.

The urgency springs from the parlia-

ment’s own timetable. There are now 

barely six months left in the current EU 

legislature. The current European Par-

liament dissolves in April 2014, in time 

for the May election of a new batch of 

751 MEPs for the next five years. Any 

unfinished legislation may simply lapse. 

If the talks go well, there is the prospect 

of a deal without the need for a second 

reading by the parliament. That could 

allow the legislation to be signed off—

in the EU’s elephantine procedures—

by everyone by March, just in time to 

squeeze through before the limbo im-

posed by elections. But there is little 

slack in the timetable to accommodate 

any delay, and without a strong spirit of 

compromise a second reading could be 

demanded by the parliament, almost cer-

tainly condemning the proposal to death.

Data transparency

One of the potentially explosive issues is 

data transparency, and on the eve of the 

talks, the battle-lines were clearly drawn. 

On one side was the parliament, whose 

health committee has unanimously 

agreed that “in general the data included 

in clinical-trial study reports should not 

be considered commercially confidential 

once a marketing authorization has 

been granted or the decision-making 

process on an application for marketing 

authorization has been completed.”

The amendments sought by the 

committee go much further than the 

commission’s initial proposal, and it 

remains to be seen how willing the 

commission will be to accept any of the 

changes sought.

Within the council too, although no 

public position has been taken yet, there 

are many national voices reluctant to go 

as far as the parliament wishes on ac-

cess to clinical trials data.

The confrontation is being stoked by 

advocates from both sides. The Euro-

pean consumers association, BEUC, has 

urged member states to “stand for trans-

parency and further improve the require-

ments for the publication of clinical tri-

als results,” and the European Patients 

Forum says it “strongly supports more 

effective data sharing from clinical tri-

als to enable researchers to revisit and 

reanalyze clinical trials data.”

But the research-based industry is 

ferociously opposed to the enthusiasms 

of the transparency zealots. The Euro-

pean Federation of Pharmaceutical In-

dustries and Associations has attacked 

“the unbalanced approach adopted by 

the committee on the issue of confiden-

tiality of clinical data.” It has warned 

that if the committee’s view prevails, 

it “will jeopardize patient privacy, the 

integrity of regulatory systems, and in-

centives for investment in biomedical 

research in Europe.”

National hesitations

The parliament’s position is clear, 

because it results from open public 

debate. The position of the council is, 

as ever, much more opaque. National 

officials have held some 20 meetings 

so far to examine the proposal—but 

their meetings take place behind 

closed doors, and diplomatic reticence 

and discretion about the proceedings 

is the rule.

However, among the hints that have 

emerged, Poland believes the proposal 

already goes too far in arrogating what 

should be done at European level, at the 

cost of national sovereignty—even be-

Crunch-Time for Europe’s 
Clinical Trials Rules 

Compromise is 
going to play a key 
role as the clinical 
trial rules update 
debate rages on.  

Peter O’Donnell

is a freelance journalist who 

specializes in European 

health affairs and is based 

in Brussels, Belgium.
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fore the parliament’s more buccaneering 

approach is taken into account.

The time limits envisaged for autho-

rization and validation of clinical trials 

are still too short, say many national 

governments, who fear they will not be 

able to cope. There are particular con-

cerns at the provision that trials should 

receive tacit approval if time limits are 

not complied with.

Some national governments are still 

holding out for an explicit reference 

in the proposal to the role of ethics 

committees in the ethical evaluation of 

clinical trials. And where the proposal 

deals with the protection of subjects 

and informed consent, some countries 

want an explicit reference to national 

laws on the protection of volunteers. 

There are also rival schools of thought 

among member states about the cor-

rect approach to the conduct of clinical 

trials in emergency situations. 

Plans to oblige member states to set 

up a national indemnification scheme 

for damage compensation in clinical 

trials have also come under attack in 

some countries. The whole question 

of damage compensation, insurance, 

and indemnification has raised further 

concerns in some countries about how 

these rules should apply to damage that 

might be suffered by subjects in low-

intervention trials. 

Even the concept of a centralized EU 

portal through which clinical trial ap-

plications will be made—widely wel-

comed by national governments—has 

prompted questions about how fast this 

portal will function and how much it will 

cost, as well as who will pay for it. There 

is some resentment among member 

states at the suggestion the commission 

makes that its own inspections and con-

trols should be conducted on national 

systems to audit their efficiency.

UK support

One member state which has been less 

bashful about its position is the United 

Kingdom. Although it still maintains 

a “scrutiny reserve” on the proposal 

(which in effect means that it considers 

nothing agreed until everything is 

agreed), it has indicated strong support 

for the overall concept of the proposed 

new rules.

This frank admission emerges from an 

unlikely source—the recently-published 

“review of the balance of competences” 

documents from the British government. 

This bizarrely-titled exercise is part of 

the wider UK discussion of whether to 

stay in the European Union or not. The 

foreign affairs ministry commissioned an 

extensive public consultation into what 

the European Union should be respon-

sible for, and what should be decided at 

the national level.

One of the chapters explored health, 

and the clinical trials rules featured prom-

inently in this. The government’s conclu-

sions about EU intervention are not uni-

versally favorable, but on this particular 

issue, the European Union’s bid to bring 

in new rules is hailed as very welcome. 

The 2001 directive that the European 

Union is aiming to replace is the object 

of repeated criticism in the UK govern-

ment paper: “Certain directives have had 

adverse consequences for the United 

Kingdom, such as the clinical trials di-

rective,” it says. The directive “was hav-

ing a negative impact on the attractive-

ness of the European Union as a place 

to conduct clinical trials.” It increased 

bureaucracy and suffered from incon-

sistent implementation across member 

states, with some countries imposing 

additional requirements due to different 

national approaches or the lack of de-

tailed guidance. This “made it difficult to 

conduct cross-border trials and expen-

sive to get approval for a clinical trial in 

the European Union.” As a result, “many 

researchers have started conducting re-

search outside of the European Union,” 

according to the government’s analysis 

of the current problems.

Now, the United Kingdom gratefully 

says, “We recognize the positive steps 

that have been taken to resolve this par-

ticular issue.” Following feedback from 

the UK government, “the recent proposal 

for a clinical trials regulation to replace 

the current directive is an excellent ex-

ample.” It could harmonize the currently 

divergent requirements across the Eu-

ropean Union, and ensure consistent 

implementation across member states. 

This is because it is couched as a regula-

tion rather than just a directive: a regu-

lation applies directly in national law, 

removing the scope for member states 

to transpose the rules into national leg-

islation, and removing the risk of differ-

ing interpretations. 

“It is the government’s view that it is 

important that steps are taken across 

the whole of Europe to harmonize the 

research environment, remove barriers 

to transnational research, and ensure 

quality of conduct and protection of par-

ticipants in clinical trials and studies,” it 

says. “The new regulation will decrease 

the burden on researchers whilst pa-

tients are protected appropriately. As a 

result, it will become less burdensome 

and easier to conduct multi-state trials 

across the European Union.”

This, it says, “is an example of the fact 

that mistakes can be corrected effec-

tively at the European level.” And, with 

a small self-congratulatory pat on the 

back, it adds that “many of the proposed 

improvements in the commission pro-

posal reflect UK practice.” 

So it can be safely assumed that at 

least one member state is going to be 

rooting for an effective compromise as 

the talks get underway. Whether the 

views of that particular—and frequently 

troublesome—member state will help 

ensure a successful crunch will emerge 

only later in the autumn.

Some national governments are still holding out for an 

explicit reference in the proposal of the role of ethics 

committees in the ethical evaluation of clinical trials.
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R
isk-based monitoring, patient cen-

tricity, and investigative site man-

agement reform (e.g., selection, 

training, and accreditation) are 

widely cited today as critical areas that 

will transform drug development perfor-

mance, cost, and inefficiency. Adaptive 

trial designs are one area that has re-

ceived scant attention but that holds the 

near-term potential to have a far more 

transformational impact. 

Adaptive trial designs are preplanned, 

typically through the use of trial simula-

tions and scenario planning where one 

or more specified clinical trial design 

elements are modified and adjusted—

while the trial is underway—based on 

an analysis of interim data. Most trans-

formational approaches receiving at-

tention today aspire to reduce cost and 

development duration. Adaptive trial de-

signs could potentially improve success 

rate. With less than 20% of drugs that 

enter clinical testing ultimately receiving 

regulatory approval, modest increases 

in success rates have been a coveted yet 

elusive goal.

Current adoption low and 

later stage

In late 2012, the Tufts Center for the 

Study of Drug Development (Tufts 

CSDD) conducted a study among 12 ma-

jor pharmaceutical companies. Based 

on in-depth interviews, Tufts CSDD 

probed current adoption rates and their 

impact on drug development study eco-

nomics and durations. As a follow-up 

to the in-depth interviews, in February 

2013, Tufts CSDD hosted and facilitated 

a roundtable in Boston to gather a more 

comprehensive assessment of indus-

try-wide adaptive trial design practices 

and perspectives. Forty senior execu-

tives representing 31 companies partici-

pated in the roundtable. Executives rep-

resented cross-functional viewpoints 

from clinical research and development, 

biostatistics, project management, 

and clinical operations. Perspectives 

from the Food and Drug Administra-

tion (FDA) and the European Medicines 

Agency (EMA) were also represented in 

the roundtable meeting. This study was 

funded by an unrestricted grant from 

Aptiv Solutions.

The results of this study suggest that 

overall, simple adaptive designs are be-

ing used on approximately one out of 

five (20%) later stage Phase III clinical tri-

als. Sponsor companies report, however, 

that they expect the adoption of adap-

tive trial designs in earlier exploratory 

phase clinical trials to increase signifi-

cantly over the next several years.

“Study terminations due to futility” 

is the most common simple adaptive 

design used and it is becoming widely 

adopted throughout the industry. Spon-

sor companies unanimously agreed that 

early terminations due to futility are rel-

atively easy to implement and should 

become standard practice in Phase II 

and Phase III studies, across all therapy 

areas. Although companies view sample 

size re-estimation as a relatively simple 

adaptive design, the adoption of this ap-

proach appears to be well below that of 

futility stopping. 

The adoption rate of more sophis-

ticated adaptive design approaches—

dose-finding and seamless Phase II/III 

studies—appears low at less than 10% 

of clinical trials. Despite the fact that 

sophisticated adaptive designs during 

exploratory phase clinical trials could 

have the greatest impact on improving 

later phase success rates, Tufts CSDD 

found low use of adaptive dose find-

ing and extremely low use of seamless 

Phase II/IIII studies. 

Areas of resistance

Although the concept of adaptive trial 

designs has been discussed and ex-

plored by pharmaceutical and biotech-

nology companies for decades, adop-

tion has been slow for a variety of 

reasons. Tufts CSDD interviews revealed 

that internal organizational resistance 

appears to be the primary factor limit-

ing more widespread adoption. Regula-

tory agency receptivity to the use of 

adaptive trial designs does not appear 

to be a barrier to adoption. Agency clar-

ity to sponsor companies on its position 

regarding the use of adaptive designs 

appears to be lacking. 

Clinical teams and operating func-

tions perceive enrollment and logistical 

factors—specifically delays and disrup-

tions in trial execution, patient partici-

pation, and distribution of clinical sup-

plies—as major barriers to adoption. 

Sponsor companies express con-

cerns around how to monitor data 

without introducing bias; the lack of 

adaptive trial design experience among 

both internal development teams and 

Kenneth A. Getz

MBA, is the Director of 

Sponsored Research at 

the Tufts CSDD and 

Chairman of CISCRP, both 

in Boston, MA, e-mail: 

kenneth.getz@tufts.edu

Adoption of Adaptive Trial 
Designs Poised to Accelerate

Adaptive trial designs 
have the potential to 
transform success 
rates, but require new 
operating strategies 
and practices.
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external contract research organiza-

tions; gaps in infrastructure and tech-

nology to implement more sophisti-

cated adaptive designs; and the limited 

capacity of independent data monitor-

ing committees.

Senior pharmaceutical company ex-

ecutives perceive that regulatory affairs 

functions are risk averse to adopting so-

phisticated adaptive design approaches 

due to their belief that more clarity from 

regulatory agencies is needed. 

Regulatory agencies, in contrast, ap-

pear highly receptive to exploratory 

phase adaptive trial designs to challenge 

and inform clinical teams prior to com-

mitting to pivotal late-phase studies. 

The agencies are concerned that early 

development approaches are not effi-

ciently detecting failures prior to Phase 

III or that decisions taken in exploratory 

development are sub-optimal leading 

to unnecessary Phase III failure. Using 

adaptive trial designs to perform Phase 

II dose response assessments, for ex-

ample, could dramatically improve dose 

selection in Phase III clinical trials. 

Reported and estimated impact

In theory, adaptive trial designs may 

help to reduce the number of protocol 

amendments. In a 2012 study conducted 

by Tufts CSDD, we found that sponsor 

organizations spend approximately half-

a-million dollars in direct costs and an 

additional 60 days to implement each 

protocol amendment. In our interviews 

on adaptive trial design adoption, how-

ever, several sponsors have indicated 

that not all amendments will go away 

since certain country-specific health au-

thorities will still require protocol modi-

fications after pre-planned adaptations 

have been approved.

Early study terminations due to fu-

tility and sample size re-estimation 

could save up to a hundred million dol-

lars in direct and indirect costs annu-

ally for a sponsor company depending 

on clinical trial scope, when the trial is 

actually terminated, and on the spon-

sor’s overall implementation of this 

adaptive approach across the develop-

ment portfolio.

A global top 20 drug development 

company that has been applying simple 

adaptive trial designs to Phase II and 

Phase III studies across its portfolio for 

five years reported saving more than $70 

million each year through the adoption 

of simple adaptive dose-finding studies 

in Phase II and sample size adjustments 

and futility stopping in Phase III. 

Sponsor companies recognize that 

the greatest potential value created by 

adaptive trial designs will come from im-

provements in late-stage success rates. 

Even modest improvements in success 

rates for new molecular entities (NME) 

and new biologic entities (BME) rep-

resent billions of dollars in increased 

revenue potential for research sponsors. 

In the immediate term, adaptive trial 

designs are already offering cross-func-

tional teams direct insights into study 

design through scenario planning and 

trial simulation prior to finalizing the 

protocol. Rigorous upfront planning is 

forcing organizations to challenge proto-

col feasibility prior to placing the proto-

col in the clinic.

Ramping up adoption

In most sponsor organizations, aware-

ness and knowledge about the usage 

and the potential impact of adaptive 

trial designs has been limited to statisti-

cal functions. Cross-functional educa-

tion and support, aided by senior man-

agement encouragement, will go far in 

increasing general awareness and stim-

ulating usage. Sponsor organizations 

that have established strong proponents 

among therapy area heads, medical ex-

perts, and clinical operations profes-

sionals in addition to their statistical 

functions—have been far more effective 

in promoting successful adoption.

Sponsor organizations higher up the 

adoption curve did so by starting with 

simple and straightforward adaptations 

(e.g., sample size re-estimation and fu-

tility analyses). Simple designs applied 

across the portfolio appear to ease the 

company into implementing adaptive 

designs and to facilitate a smoother 

transition to sophisticated approaches. 

Companies that have applied sophisti-

cated and complicated adaptive designs 

to a few select studies early in the or-

ganization’s adoption process have had 

a lot of difficulty promoting more wide-

spread usage. 

The adoption of more sophisticated 

adaptive designs in exploratory devel-

opment may necessitate the use of new 

technology solutions and operating 

practices and will require organizations 

to re-evaluate their existing clinical op-

erating processes. 

Clinical operations teams will need to 

focus particular attention on obtaining 

expertise in planning and forecasting 

logistics and resource requirements un-

der more flexible study designs. At this 

time, most sponsors have set very rigid 

performance and cost variance thresh-

olds making it challenging for operating 

staff to entertain more variable capacity 

and resource planning practices. Clini-

cal teams will also need to work more 

closely with investigative site personnel 

to ensure that patient safety and ex-

pectations are maintained under more 

adaptive clinical trial conditions. 

Active and careful measurement of 

cost savings from the use of adaptive 

designs (e.g., futility analysis) is an es-

sential ingredient in convincing orga-

nizations—particularly senior man-

agement—to continue to support and 

extend adoption. Companies that have 

led successful implementations have 

been particularly adept at publicizing 

quantitative measures of the impact of 

adaptive trial design use.

Adaptive trial designs represent a 

critical opportunity for pharmaceutical 

and biotechnology companies to trans-

form drug development performance, 

efficiency and—most importantly—suc-

cess rates. Beyond building awareness, 

as always, the challenge will be imple-

menting successful adoption of simple 

adaptive designs leading to more so-

phisticated approaches. 
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T
he past decade has seen tremendous growth 

in the use of pharmacometric methods to 

inform drug development and regulation. 

Modeling, simulation, and related decision-

analysis tools have evolved from academic 

explorations to become mainstays in US and Eu-

ropean regulatory review1, 2, 3 and the subject of in-

dustry focus around the globe.4 Current guidances 

from US and EU regulatory authorities encour-

age the development of informative drug-disease-

patient models, quantitative utility indexes, and 

strategic dose and trial simulations to explore 

available knowledge from all sources. These phar-

macometric tools enhance communication within 

a sponsor company, as well as between sponsors 

and regulators, and provide a fully-informed, scien-

tific basis for decision making.

Pharmacometric methods are particularly pow-

erful assets when used to build a comprehensive 

knowledge base of preclinical, early-phase, lit-

erature, and competitor data. That knowledge base 

supports optimization of later-phase trial designs 

and enables earlier, more confident go/no-go deci-

sionsÑmaximizing the likelihood of Phase III and 

ultimate commercial success. 

Benefits

Drug sponsors that invest in pharmacometrics 

experience fewer surprises and a more certain 

path to successÑas well as early recognition of 

failures, for quicker no-go decisions. As target 

indications and drug benefit/risk profiles have 

increased in complexity, pharmacometric insights 

have become essential to understanding new drug 

candidates and deciding whether to proceed with 

large-scale trials. Pharmacometric methods inte-

grate all available knowledge of the study drug, 

disease, subjects, and clinical trials at each phase 

of development. These model-based approaches 

combine literature, competitor, and trial data, en-

abling direct, quantitative evaluation of tradeoffs in 

treatment approach, target population and indica-

tion, and trial designs. 

The resulting knowledge framework provides 

a rich, quantitative basis for development deci-

sions and a platform for earlier and more informa-

tive communication with regulators. Regulators 

have come to expect pharmacometric analyses in 

submissions, and apply modeling and simulation 

themselves to evaluate study designs, labeling, 

and approval decisions, especially for cases that 

are difficult or impossible to study directly in 

clinical trials.1, 2 

As an organizationÕs pharmacometric knowl-

edge base grows in a given therapeutic area, it 

can improve efficiency across related develop-

ment programs. Drug sponsors collect the ben-

efits in cost and time savings, reduced Phase III 

failures, and a faster and more confident path to 

regulatory approval. 

The pharmacometric toolkit

Pharmacometrics encompasses a variety of math-

ematical and statistical methods to combine and 

examine all sources of information about a can-

didate drug. Probabilistic, Bayesian models of 

Pharmacometrics optimizes the use of Phase II data 
to support Phase III success.
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the drug, disease, patients, and trial gather knowledge from 

disparate sources into a quantitative framework for exploring 

benefit/risk profiles and potential sources of variability. Monte 

Carlo simulations using those models facilitate science-based 

decisions by testing “what if” scenarios for dosing and trial 

designs, and exploring the impact of assumptions about the 

drug and patient population on outcomes. Utility indexes 

capture available knowledge and expert opinion to form ob-

jective benefit/cost evaluations. 

Over the course of development, these analyses grow more 

certain and more precise as new data become available. By 

the end of a well-designed Phase II program, these analyses 

can predict Phase III outcomes with high and explicitly quan-

tified certainty,5, 6, including outcomes for doses and popula-

tions not yet studied.7, 8

Observed distributions of prior data from preclinical and 

early clinical trials—as well as the literature on the target in-

dication and competitors—enable creation of drug, disease, 

and patient models illustrating very complex drug profiles. 

The data needn’t be richly sampled. For example, popula-

tion pharmacokinetic (PK) methods may be used to estimate 

a dose-response relationship based on sparse effect data 

from Phase I and IIb, by pooling data from multiple early-

stage trials and literature data on the disease.9 Models of the 

dose-concentration and exposure-response relationship for 

biomarkers or clinical outcomes help quantify potential influ-

ences of drug/drug and drug/food interactions, age, concomi-

tant disease, and other subject and pathophysiological traits 

to aid selection of Phase III study populations. 

Dose and trial simulations drawing on this model frame-

work test assumptions and “what if” scenarios for patient and 

trial outcomes. Highly realistic evaluations of product profile 

and competing trial designs are possible by including pub-

lished dropout data, placebo effect models, dose-exposure-

response comparisons with competitors, and more. “Intent to 

treat” simulations include probabilities for patient compliance 

to estimate the impact on outcomes. By exploring assump-

tions and options, the simulation team can aid selection of 

optimal Phase III trial power, dosing and sampling schemes, 

and adjustments for important subpopulations. 

How pharmacometrics supports Phase III success 

Pharmcometric methods both quantify and help reduce the 

high uncertainty of early clinical development. This section 

explores practical examples and regulatory perspectives 

demonstrating how pharmacometric methods can provide a 

better-informed, quantitative basis for decisions that will im-

pact costly late-phase trials.

Linking biomarkers to outcomes. Disease-specific, drug-inde-

pendent models linking biomarker response to specific clini-

cal endpoints can support Phase II study design and evalu-

ation, as well as go/no-go decisions for Phase III.10, 11, 12 Such 

analysis can be especially useful in bringing together preclini-

cal and clinical data to better predict drug actions based on 

limited information. As Phase II progresses, models can be 

updated with newly available data to more precisely estimate 

the drug’s risk/benefit profile.

For example, modeling and simulation helped to predict 

Phase III outcomes based on tumor growth from Phase II as a 

biomarker for outcome.5 Another recent study demonstrated 

that time to tumor growth in colorectal cancer predicted the 

long-term clinical endpoint of overall survival better than 

other measures, and fully described the therapeutic benefit of 

a new treatment.10

Such models prove useful for simulating outcomes for new 

treatments based on early proof-of-concept (Phase Ib and 

Phase IIa) data, and for evaluating a candidate versus pla-

cebo and standard therapy. In the colorectal cancer example, 

combining modeling with longitudinal tumor-size data could 

improve trial design and analysis for more informative early 

clinical studies, and enable oncology researchers to select the 

most promising treatments to reduce the high attrition rate in 

Phase III oncology trials.

Bridging formulations. A well-constructed model can help 

researchers anticipate drug exposure and response as well 

as drug/drug and drug/food interactions for unstudied for-

mulations. 

In one such case, the development team for a hyperlipid-

emia agent set Phase III dosing for a new tablet formulation 

based on early clinical studies of a liquid-filled capsule.13 

Population PK models based on three Phase I trials and one 

Phase IIb study illustrated differences between the two for-

mulations and quantified variability in apparent drug bioavail-

ability with food intake. Complementary pharmacodynamic 

(PD) modeling captured variability in response with subject 

characteristics and provided evidence that the new drug acted 

independently when co-administered with a statin. 

Trial simulations based on the models indicated Phase III 

outcomes would be robust against subject dietary variation as 

long as subjects adhered to a low-fat regimen. The simulation 

results supported the choice of Phase III dose regimen using a 

dosage and formulation not studied in prior trials.

Optimizing trial design. The value of pharmacometrics is ap-

parent in its impact with regulators during trial design evalu-

ations. FDA design reviews for pediatric and late-phase trials 

employ quantitative approaches to plan dose selection, justify 

sample size, and evaluate endpoints to improve chances of 

trial success.1 Similar practices are encouraged in the EU.2

Modeling based on PK data from 

three failed Phase III trials provided 

sufficient dose-exposure response 

information to reverse an FDA 

recommendation for an additional trial.
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In European Clinical Trial Applications, as in US sub-

missions, modeling can be used as evidence to support 

proposed doses for clinical study. For later phases, such as 

dose-response studies, clinical trial simulations based on ex-

posure-response models can justify dose selection. European 

regulators note this approach is highly encouraged because 

the analyses provide a rational basis for dose choice and help 

regulators to better understand safety and effectiveness.2

Simulations can also help to compare trial designs and may 

reduce failure rates, the regulators note.

Once dose/response and exposure/response relationships 

are established, modeling can provide a basis for dose ad-

justments based on patient-specific characteristics such as 

age, gender, or concomitant disease or medication.14 Such 

pharmacometric analyses can provide sufficient evidence for 

regulatory approval of not only trial designs, but also dosing 

regimens not studied in Phase III. This was the case for 21 of 

198 NDA and BLA submissions reviewed by the FDA pharma-

cometrics group from 2000-2008.15 

Simulations can also aid in optimizing sampling schemes. 

In a published example analysis, FDA pharmacometricians 

used clinical trial simulations to compare dose-response 

analyses for a pivotal efficacy trial.16 The group compared pla-

cebo-corrected (subtraction of placebo mean from observed 

treatment value) and placebo-anchored (placebo treated as 

dose 0) designs across a variety of dose strategies, sample 

sizes, and exposure-response assumptionsÑfor example, dif-

ferent efficacies. The placebo-anchored analysis proved more 

powerful to show effectiveness across scenarios.

Getting a handle on variability and subpopulation effects. It is im-

possible to study every possible combination of subpopula-

tion, drug/drug interaction, food interaction, concomitant 

disease, or medication. Pharmacometric analysis can provide 

confidence and convince regulators in instances when trial 

data are unavailable. Population methods are particularly 

useful to identify and plan for subpopulations that may pro-

cess or respond to the drug differently.17 Such analyses can 

be invaluable to anticipate needed dose adjustments and 

potential subpopulation effects in large trials, and they have a 

marked impact on approvals.

In published cases, exposure-response analysis and/or trial 

simulations have clarified needed dose adjustments for spe-

cific subpopulations, or allowed the sponsor to bridge dosing 

from one formulation to another with known bioavailability to 

achieve target concentrations.15 

These analyses can inform decisions for post-approval 

study. For example, given a known reduction in drug clear-

ance in patients with renal impairment, dose adjustments for 
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that subgroup were recommended and approved based on 

calculated target area under the time/plasma concentration 

curve as a measure of drug exposure, alleviating the need 

for additional study.15 In another case, FDA scientists applied 

modeling to identify subpopulation effects while evaluating 

recommended dosing for a monoclonal antibody in oncol-

ogy.18, 19 Exposure-response analysis incorporating a case-

control comparison identified a subpopulation in the lowest 

quartile for drug exposure that did not receive a survival 

benefit from treatment. This analysis identified an important 

subgroup needing additional study at higher doses.

Swedish regulators cite such population approaches as es-

sential to extrapolate effectiveness and safety to unstudied 

subpopulations.2 In addition, they note that physiologically-

based PK models (PBPK) can help address regulatory ques-

tions about potential influences of subject characteristics, 

concomitant disease, or drug/drug interactions on drug pro-

file, including safety concerns.20 The FDA pharmacometric 

group has published information about best practices for 

such analyses.21

In US regulatory submissions, population PK analysis is 

expected for cases where subpopulations are likely to require 

altered dosing, the patient population is expected to be 

highly variable, or where the therapeutic window for exposure-

response is narrow.9 Similar methods apply for population PD 

analyses. The FDA Guidance, Population Pharmacokinetics9

provides recommendations on when to use the methods, and 

how to use the results in estimating and reporting PK param-

eters and setting dosage adjustments.

Addressing small study populations. Rare diseases or pediatric 

indications that have small study populations present addi-

tional challenges. For example, as much as 50% of pediatric 

trials fail to show effectiveness.19 Pharmacometrics provides 

tools that are uniquely able to improve understanding of drug 

actions based on small studies. 

In submissions for pediatric indications, exposure-re-

sponse modeling can provide essential evidence of safety and 

effectiveness even with limited data. PK data alone can sup-

port pediatric approval and labeling if it can be clearly dem-

onstrated that disease progression and exposure-response 

relationships are similar between pediatric and adult pa-

tients.1 For example, pediatric dosing for the antimicrobial Zo-

syn relied on matching drug exposure in children with effec-

tive levels in adults, with careful adjustments for differences 

in drug clearance in younger children.22 In a similar fashion, 

pediatric dosing adjustments can be estimated by compar-

ing pediatric and adult exposure-response models based on 

either outcomes or biomarkers. Diseases that progress differ-

ently in children compared to adults generally require further 

clinical study.

To better account for biological changes, there has been 

a return to use of PBPK models to improve development ef-

ficiency in difficult to study populations, especially in pediat-

rics. For example, one study used sparse PK measurements in 

children, combined with known in vitro attributes of the drug 

and developmental changes in physiology, to model drug ex-

posure in critically-ill children.23 By changing model assump-

tions and simulating exposure levels, the sponsor was able 

to explore potential physiological mechanisms underlying 

altered drug exposure in critically-ill children, and to identify 

differences in complex drug-drug interactions in pediatric, 

compared to adult patients, paving the way for improved pe-

diatric dosing.  

EU guidance addresses in general terms the need to use 

the best available techniques, including PK/PD modeling, 

in cases where data are scarce to make risk-benefit analysis 

possible.24 The guidance encourages careful use of Bayesian 

approaches, combining a reasonable variety of prior distri-

butions with study data. In European Pediatric Investigation 

Plan applications, modeling is encouraged to support choice 

of dose.2 European regulators cite a need to elucidate pediat-

ric exposure/response, to determine whether it is appropriate 

to aim for the same target exposure as in adults. Population 

modeling is recommended for products with sparse pediatric 

data, possibly combined with simulations to predict exposure 

in children. EMA regulators cite this as an area of change in 

regulatory thinking, and identify a need to expand the use of 

pharmacometrics in pediatrics toward PD as well as PK to ad-

dress safety issues, concomitant disease effects, and provide 

quality mechanistic models to further research.25

FDA regulators have gone so far as to identify pharmaco-

metric methods as not only useful, but necessary, in order to 

account for maturational changes in physiology when scaling 

dosing from adults to children and designing effective pedi-

atric trials.26 The FDA also encourages the use of quantitative 

approaches to plan dose selection, justify sample size, and 

evaluate endpoints for better chances of trial success in pedi-

atrics.1 Trial design reviews for pediatric and late-phase trials 

in the FDA employ these methods. FDA pharmacometricians 

review pediatric trial designs for sufficient number of study 

subjects and an informed trial design, based on prior expo-

sure-response knowledge in adults and/or children, often as 

tested in clinical trial simulations. Agency scientists encour-

age collection of data to enable exposure/response analysis 

for maturational processes.

Streamlining regulatory interactions. Pharmacometric analyses 

can enable earlier and clearer alignment with regulators 

on development plans, trial designs, and submissions. As 

many of the preceding examples illustrate, a pharmacometric 

knowledge base provides a valuable platform to communicate 

and explore a drug profile with regulators across phases of 

development, particularly in planning for Phase III and cross-

ing into new indications or dose scenarios.

End-of-Phase-IIa meetings with the FDA provide an im-

portant opportunity to ensure alignment with regulators on 

dose selection and design for pivotal trials,1 helping to avoid 
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surprises further down the line. The FDA looks to the spon-

sor’s exposure-response models and clinical trial simulations 

to demonstrate understanding of the drug, and potential 

sources of variability in subject response as trials move from 

volunteers to patients and real-world use. The agency may 

also conduct some modeling in-house to explore specific 

challenges in the development program, or to validate the 

sponsor’s models.

The FDA guidance on end-of-Phase-IIa meetings “encour-

ages sponsors to use all prior knowledge (including data 

and analyses, quantification of disease variability, subgroup 

heterogeneity, and dose (concentration) —response models 

in the development of computer simulations) to make more 

informed drug development decisions on trial design and 

dosage regimen selection.”27

Pharmacometric dose-response studies and analyses can 

also provide primary evidence of effectiveness for drug regis-

tration28 and support approval in unstudied—but well under-

stood—situations. For example, a new antiretroviral gained 

approval for use in an unstudied three-drug combination on 

the strength of prior PK data and trials in another indication.27

The new drug was known to produce decreased exposures 

when given in the three-drug combination studied in reg-

istration trials. Early-phase trials and mechanistic models 

anticipated up to 85% higher exposure when dosing the drug 

alone, or in combination with other therapies. Evidence of an 

adequate safety profile was established by evaluating safety 

outcomes for subjects with the highest Phase III exposure, 

which modeling indicated would be comparable to that with 

the non-studied, three-drug drug combination. On that basis, 

the drug was approved and labeled for use in the non-studied 

combination. Similarly, modeling based on PK data from 

three failed Phase III trials provided sufficient dose-exposure-

response information to reverse an FDA recommendation for 

an additional trial. The drug was approved at a lower dosage 

based on a single trial in a related, but different, indication.29

Integrating pharmacometrics into your 

development program

Pharmacometric models and simulation results tell a nuanced 

story about a drug candidate. With increasing frequency, drug 

sponsors and regulators look to that story to evaluate devel-

opment plans, dosing recommendations, and target indica-

tions, and to make projections to situations that haven’t yet or 

can’t be studied in clinical trials. 

Regulators project that their use of pharmacometric infor-

mation in advice, review, and approvals will continue to in-

crease.3, 4 Areas of particular growth may include physiological 
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modeling to predict exposure with renal impairment or drug-

drug interactions, and especially pediatric exposure, based on 

in vitro data.

Taken all together, the set of pharmacometric assets for a 

development program supports strategic, quantitative deci-

sion making. The models and simulations serve as a basis for 

communicating drug knowledge across functional areas and 

with regulators, across all phases of development—but with 

particularly important impact bridging Phase II and Phase III. 

When integrated early into a development program, pharma-

cometric methods can speed development, manage risks, and 

provide a quantitative basis for even the most complex devel-

opment decisions.
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Evaluation of Data for 
Multi-Regional Trials: A
Three-Layer Approach
Osamu Komiyama, Shintaro Hiro, Naoki Isogawa, Shigeyuki Toyoizumi, 

Nobushige Matsuoka, Satoshi Hashigaki, Tamotsu Yoshiyama, and 

Nami Maruyama

I
n the three-layer approach proposed in this ar-

ticle, how to interpret data in multi-regional tri-

als into three layers is explored: Layer 1 to first 

look at overall study results, Layer 2 to identify 

factors which influence overall results from 

scientific and regulatory perspectives, and Layer 3 

to discuss benefit/risk for a specific country/region.

Multi-regional trials data collection

The International Conference on Harmonization’s 

(ICH) ‘‘E5 Guideline on Ethnic Factors in the Ac-

ceptability of Foreign Clinical Data’’ (ICH-E5) (R1) 

was introduced in March 1998.1 Since the ICH-E5 

guideline was issued, there has been a lot of discus-

sion on the importance of evaluating the impact of 

ethnic factors on the ability to extrapolate efficacy 

and safety data to a new region in order to minimize 

duplication of clinical trials. Moreover, in recent 

years, a shift in clinical trials to so-called emerg-

ing regions, especially in Eastern European, Latin 

American, and Asian countries has been noted. This 

contrasts with traditional clinical trials which have 

been carried out in relatively affluent countries in 

North America, Western Europe, and Oceania.2 In 

other words, in recent years, drug development has 

become dramatically globalized, and multi-regional 

trials (MRTs) are now being extensively conducted 

in both ICH and non-ICH regions. 

In these MRTs, it is import to consider carefully 

potential regional heterogeneity of treatment effect 

which may be caused by intrinsic or extrinsic eth-

nic factors. According to ICH-E5,1 “extrinsic ethnic 

factors are factors associated with the environment 

and culture in which a person resides,” and “intrin-

sic ethnic factors are factors that help to define 

and identify a sub-population and may influence 

the ability to extrapolate clinical data between 

regions.” A number of MRTs in the past, such as 

Metoprolol CR/XL Randomized Intervention Trial 

in Heart Failure (MERIT-HF)3 and Platelet Inhibition 

and Patient Outcomes (PLATO),4 have suggested 

the possibility of real regional differences in drug 

effects. For example, both MERIT-HF and PLATO 

showed an overall statistically significant efficacy. 

However, the results in North America, and in par-

ticular in the United States, showed a trend in the 

opposite direction. If a regional heterogeneity is 

found, the cause of the differences should be thor-

oughly investigated and its findings should be de-

scribed in the common technical document (CTD) 

at the time of the NDA. 

Historically, in a CTD that is first written in a 

Western country, a description of results of MRTs 

focused on the overall study results with a limited 

amount of investigation of study results from vari-

ous perspectives, including the effect of intrinsic 

Planning for ethnic sensitivity from a scientific and 
regulatory perspective. 
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and extrinsic ethnic factors. Therefore, at the time of NDA 

submission in countries outside of the West, such as in Japan 

or other Asian countries, additional analyses comparing the 

results of Western countries with that of Japan or other Asian 

countries have often been necessary to satisfy requests from 

the regulatory authorities in these countries.

The ultimate goal of a globalized drug development that 

includes MRTs is to provide a “common” technical document 

that is common not only in the format, but also in its con-

tents, and therefore can be used to support mutual submis-

sions in multiple countries.

With the above information as a backdrop, a new approach 

to presenting data from MRTs in scientific and effective man-

ner in the “common” technical document is proposed. This ar-

ticle will explore bridging studies with historical background; 

the three-layer approach with examples of MRTs; and a new 

proposed approach.

Ethnic insensitivity in bridging strategy

In Japan, data from clinical trials conducted outside of Japan 

have been accepted in accordance with the ICH-E5 guideline, 

which proposes that if the health authority in a new region 

(such as Japan) is presented with a foreign clinical data pack-

age that meets the local regulatory requirements, it should 

ask for only the additional data necessary to evaluate the 

ability to extrapolate the foreign data to the population of 

the new region. The additional data can be from a “bridging 

study,” which is often a controlled clinical trial (which could 

possibly be a dose-response study), carried out in the new re-

gion to assess the investigational product’s sensitivity to eth-

nic factors. Typically, a bridging study following completion of 

Phase II or Phase III studies in the United States or European 

Union is used to extrapolate the foreign data to construct the 

full clinical data package in Japan.5 In the bridging strategy, 

at least one statistically powered study is conducted in both 

Japan and the foreign countries. Obviously, as each study is 

sizable, it is possible to compare overall and subgroup analy-

sis results from bridging and the counterpart studies and to 

evaluate the similarity between the two.  

Recently, countries which used the bridging strategy have 

been shifting to the global simultaneous drug development 

by designing or participating in MRTs. How to evaluate data 

from MRTs is different from that in the bridging strategy 

which consists of independent studies in each country. There-

fore, a new approach to evaluating data of MRTs is proposed.

Ethnic insensitivity in multi-regional trials

Traditionally, multinational trials had been conducted in 

limited locations such as in North America, Western Europe, 

and Oceania as a natural extension of multi-center trials. 

ICH-E5 Question and Answer No.11 introduced MRTs in 2006, 

foreseeing the current paradigm of global simultaneous de-

velopment.6 A shift from multinational trials to MRTs implied 

an expansion of participating countries in emerging regions 

to MRT, especially in Asian and Eastern European countries, 

whose selection is motivated primarily by the ability to reduce 

operational costs while recruiting a large number of patients.2 

Increasing the number of regions in clinical trials results in 

ethnic and cultural diversity of patients, which in turn leads 

to a potential for increased variability in treatment response 

among patients. Therefore, in comparison with traditional 

multinational trials, data of other regions in MRTs may cause 

additional issues in terms of ethnic sensitivity/insensitivity.

A successful MRT requires scientifically valid results from a 

population with diverse ethnic backgrounds. To assess ethnic 

sensitivity or insensitivity, the design of an MRT needs to be 

considered from various perspectives such as medical, sta-

tistical, regulatory, commercial, operational, and marketing, 

encompassing the entire development strategy. Moreover, to 

generate the data necessary to achieve the trial objectives, 

the sample size in each country and region should be fully 

taken into consideration.

In addition, before conducting an MRT, intrinsic and extrin-

sic ethnic factors that may affect efficacy and safety of drugs 

should be assessed and then incorporated into the study de-

sign and the analysis plan of MRTs.

As stated above, how to design and evaluate an MRT is 

critical to its success.

Current approach to investigation of clinical data in multi-regional 

trials. As shown in Figure 1, in MRTs the overall results of ef-

ficacy and safety are investigated as the first step. As the 

second step, the current approach tends to give only a cursory 

examination of data and bypass detailed investigations which 

may include subgroup analysis from various points of view 

such as baseline prognostic factors in evaluation of ethnic in-

sensitivity, and proceeds directly to a step where results from 

subgroup analyses in each country/region are conducted to 

assess the benefits/risks profile of a drug, when the new drug 

application is filed in a specific country.7 It is natural for regu-

latory authorities to be interested in the differences among 

regions as well as the data for their own people—they have 

accountability for the benefit/risk profile of the drug which 

they approve in their respective countries. However, from a 

scientific point of view, subgroup analyses by demographic 

and baseline characteristics for overall data should be con-

ducted at the same level as those by country/region factor in 

the second step to further investigate characteristics of data. 

Therefore, the term “three-layer approach” is proposed. 

The three-layer approach

When interpreting results from MRTs, it is natural that one 

should look at the overall results, and then investigate the 

subgroup results to identify factor(s) which might influence 

the interpretation of the overall results. 

Ethnic insensitivity has been evaluated in a similar man-

ner with the bridging strategy as shown in Figure 1. However, 
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it is noted that one should not rush into subgroup analysis 

within each country/region. Figure 2 schematize the pro-

posed three-layer approach for interpreting the study results 

from MRTs. 

Looking at overall results (Layer 1). In the first step, one looks 

at the overall results of a study without considering potential 

differences among subgroups. 

Identifying factors that may influence the overall results (Layer 2). Sub-

group analyses are typically performed to investigate whether a 

specific subgroup behaves differently from other subgroups or 

the overall population, or whether any specific factors exert an 

influence on the overall results. Such factors may include gen-

der, age, body weight, race, baseline characteristics, and other 

intrinsic ethnic factors. We refer to the perceptual approach to 

these factors as a scientific perspective. In contrast, looking 

at a country or geographical region is a regulatory perspective 

rather than a scientific one. Each regulatory authority has an 

accountability to explain the benefit-risk profile of the drug to 

its public. Therefore, all regulatory authorities are interested 

in the results from their respective country or region. We note 

that extrinsic ethnic factors may be confounding the regula-

tory perspective, and that extrinsic ethnic factors are often not 

collected in the case report forms and cannot be incorporated 

into data analyses.

Observed inconsistencies in responses among the re-

gions/countries, if any, will be investigated from a scien-

tific perspective by examining the distribution of ethnic 

factors. For example, if a genetic polymorphism in a meta-

bolic enzyme is the most influential factor on the efficacy/

safety endpoint, and if the distribution of the polymor-

phism is different among countries/regions, the observed 

difference in responses among countries/regions may be 

attributable to the unequal distribu-

tion of the polymorphism. 

As an example of how to investigate 

data in Layer 2, four patterns of interpre-

tation for results are shown in Figure 3: 

First row. There is no factor that affects 

the overall results from either scientific 

or regulatory perspectives. In this case 

the overall results would be very robust. 

Second row. There is no factor from reg-

ulatory perspectives, but there are some 

from scientific perspectives. This means 

intrinsic ethnic factors such as age or 

polymorphism exist that would have 

common effect in any countries/regions, 

but there is no difference among coun-

tries/regions in terms of the outcome. 

Third row. There is no factor from scien-

tific perspectives, but there is one from 

the regulatory perspectives. In this case, 

the difference in outcome among coun-

tries/regions might be caused by those factors that cannot 

be explained with scientific perspectives, such as extrinsic 

ethnic factors or operational factors. It is likely that causes of 

Source: Osamu Komiyama, et al.

Figure 1. Current approach to investigating clinical data in multi-regional 

trials.
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the differences are difficult to pinpoint and the results should 

be interpreted with caution. When such differences are found, 

we should consider whether they occurred by chance based 

on statistical calculation with the number of patients for each 

subgroup, variance, effect size, and so on to evaluate risk and 

benefit in a given country/region. Causes of the differences 

might also be difficult to show only based on the trial data. 

Especially, smaller sample size of the country in question 

would make such interpretations difficult. Other information 

or knowledge that is internal or external to the trial including 

administrative information may help the interpretation of the 

study results, e.g., possible causes of higher placebo response 

in some countries or issues with the quality of data or safety 

reporting in some countries. These explanations may not al-

ways be sufficient for some regulatory authorities and their ac-

ceptability would be the subject of determination in the Layer 

3 discussion with each regulatory authority.

Fourth row. There are such factors from both scientific and 

regulatory perspectives. For example, if a baseline value has 

an effect on the efficacy outcome, the difference among coun-

tries/regions could be explained to some extent by the dif-

ference in distributions of the baseline values (i.e., scientific 

perspective), but not all. The cause of any residual country/

region differences may be difficult to explain conclusively, as 

described in the third case above.

In order to identify factors that may explain subgroup dif-

ferences, further analyses could also be conducted in Layer 

2. In these analyses, the important way of thinking is that the 

more clues from various assessments of efficacy and safety 

pointing the same direction, the greater the likelihood the 

finding is real and not a false signal. Meanwhile, if one uses 

hypothetical testing in Layer 2, he/she may consider multiplic-

ity issues not to be deluded by the false signals.

Because Layer 2 mostly has no pre-specified hypothesis 

and may have insufficient power to detect any inconsistency, 

it is important to integrate any available 

information such as findings from other 

studies or knowledge of other drugs 

in the same drug class and to not rely 

solely on the study results. 

Discussing the benefit/risk for a specific 

country or region (Layer 3). When the new 

drug application is filed in a specific 

country/region, benefit-risk balance for 

that country/region would be explained 

based on the discussion in Layer 2. No 

additional extensive discussion on a 

specific country/region subgroup versus 

overall population would be needed if 

analyses in Layer 2 can cover the discus-

sion. If they cannot cover the discussion, 

in Layer 3, subgroup analyses by base-

line prognostic factors in each country or 

region (such as Japan) would be conducted to explain benefit-

risk balance to the regulatory authorities.

Subgroup analyses. Analyses which are conducted in Layer 2 

and Layer 3 could be pre-specified in the statistical analysis 

plans if some specific factors are known in advance to have 

influence on the overall results. However, in most cases, sub-

group analyses in Layer 2 and Layer 3 would be determined by 

what is found in the initial planned analyses for Layer 2 and 

Layer 3; post-hoc analyses would be performed after results 

from analyses in Layer 2 and Layer 3 are provided.

The three-layer approach emphasizes the importance of 

analyses in Layer 2. Discussions in Layer 1 and Layer 2 are not 

limited to a specific country/region and all countries/regions 

should be included in the discussion. Such a discussion could 

be shared in the CTD, which any countries/regions could use 

when writing the CTD for the countries/regions.

Discussion

Recently, more and more clinical trials have been conducted 

globally. The new approach, the three-layer approach, can be 

used to analyze and interpret data of MRTs under this new 

paradigm of drug development. In the three-layer approach, 

how to interpret data in MRTs into three layers is categorized: 

Layer 1 to first look through overall study results, Layer 2 to 

identify factors which influence overall results from scientific 

and regulatory perspectives, and Layer 3 to discuss benefits/

risks for a specific country or region according to the require-

ments of its regulatory authorities. Discussions in Layer 1 

and Layer 2 is not limited to a specific country/region. The 

importance of the discussions in Layer 2 to be utilized in the 

new drug application in any country included in the MRTs 

is emphasized. Such discussions could be used commonly 

by any country/region, resulting in a more scientific and 

structured presentation that is more effective in providing 

evidence to be used commonly and globally. The three-layer 

Source: Osamu Komiyama, et al.

Figure 2. The three-layer approach. 
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approach is also useful from a regula-

tory point of view in that Layer 3 allows 

benefits/risks of a drug to be assessed in 

each country/region. Although subgroup 

analyses in each country/region may 

have limitations due to smaller number 

of subjects in each subgroup, regula-

tory authorities have often requested 

subgroup analyses of their own coun-

try/region. In the three-layer approach, 

whether or not there are factors which 

affect benefits/risks of a drug and to 

what extent these factors affect results 

can be firstly evaluated in Layer 2 and 

then might proceed to Layer 3 to assess 

the benefits/risks of the drug in each 

country/region. The important point of 

the three-layer approach is that no addi-

tional extensive discussion on a specific 

country/region subgroup versus overall 

population would be needed if analyses 

in Layer 2 can cover the discussion.

Moreover, in Layer 2, to investigate factors which would 

affect efficacy and safety, it would be useful to conduct 

subgroup analyses. In the case that there are such baseline 

factors which affect efficacy and safety, in Layer 3, assessing 

similarity of distribution in such baseline factors among re-

gions or countries could be supportive to explain similarity/

difference of regions or countries. However, the limitations of 

subgroup analysis by baseline factors for specific countries/

regions should be taken into consideration.8  

The proposed three-layer approach may be applied not 

only to one MRT but also to a set of clinical trials, whose com-

ponents are conducted in different countries or regions. In 

this case, as one example, Layer 1 (overall results) could use 

results from the integrated summary of clinical efficacy and 

Layer 2 (consistency assessments from various angles) could 

be evaluated based on the integrated dataset.

In summary, when the three-layer approach is widely taken 

into consideration, data from MRTs could be used effectively 

for global drug development from the perspective of planning 

development strategies and preparing the CTD. In order to 

create a CTD following the three-layer approach, sponsors in 

pharmaceutical industries should prepare a plan to create the 

CTD which includes globally-shared Layer 2. Especially, it is 

critical to consider clinical development strategy early in the 

product development, create a study design, and conduct the 

study while taking into consideration the evaluation of data by 

the three-layer approach.

Authors’ Note: The authors would like to thank Yoichi Ii, 

Christy Chuang-Stein, Zhen Luo, Norisuke Kawai, Peng Qu, 

and Satoru Mogami for their help with this project.
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Figure 3. Example of subgroup assessment in Layer 2 of three-layer 
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COMMUNITY

People
• inVentiv Health Communica-

tions (Burlington, MA) an-

nounced the appointment 

of two social media vet-

erans to address the dra-

matic changes taking place 

in the way patients and 

physicians communicate. 

Emma D’Arcy has joined the 

Digital+Innovation team in 

London as Head of Partici-

patory Medicine. Ben Atkins, 

located in Los Angeles, will 

co-lead the growing digital 

practice of Chandler Chicco 

Companies to drive innova-

tion, best practices, and digi-

tal/social integration across 

Chandler Chicco’s agencies. 

• PHT Corporation (Boston, 

MA and Geneva, Switzerland) 

announced that pharmaceu-

tical, diagnostic, and bio-

technology Senior Executive 

Steven J. Sullivan joined its 

Board of Directors.  

• Voisin Consulting Life Sci-

ences (Cambridge, MA) an-

nounced the appointment 

of Mark A. De Rosch, PhD, as 

Vice President of Regulatory 

Drugs/Biologics and Head of 

US Operations. De Rosch is 

responsible for providing stra-

tegic counsel to pharmaceu-

tical and biotech companies 

with product and drug pipe-

line development globally. He 

also is leading Voisin’s US-

based regulatory team.  

• Veeva Systems (Pleasanton, 

CA) announced that Jennifer 

Goldsmith, Vice President of 

Veeva Vault, has been ap-

pointed to the newly formed 

Healthcare IT Advisory Com-

mittee of Pennsylvania Bio 

(PA Bio). The mission of PA 

Bio is to ensure that the state 

of Pennsylvania is a global 

leader in biosciences by 

creating a community that 

unites biotechnology, medi-

cal device, diagnostic, phar-

maceutical research, and fi-

nancial strengths.

• W IRB - Copern icus  G r oup 

(WCG) (Princeton, NJ) an-

nounced the appointment 

of Lindsay McNair, MD, MPH, 

MSB, to the new position of 

Chief Clinical Research Of-

ficer. McNair will be respon-

sible for developing strate-

gic partnerships and will 

oversee WCG’s Consulting 

Division supporting pharma-

ceutical and biotechnology 

companies, providing advice 

on matters related to clinical 

trial design, study startup, 

and ethical policies.

• PSI CRO (Zug, Switzerland) 

announced the appoint-

ment of Sabine Debuschewitz, 

MD, as Country Manager for 

PSI Germany.

• Wor ldCare C l in ica l ,  LLC 

(WCC) (Boston, M A) an-

nounced that Melissa Geb-

hardt has been appointed  

Vice President of Business 

Development and Marketing.

• Greenphire (King of Prussia, 

PA) announced the exten-

sion of its presence in Eu-

rope with the appointment 

of Alex Livingstone. He will 

lead the company’s overall 

business development strat-

egy in Europe.

• INC Research (Raleigh, NC)  

announced the appointment 

of Martin Sullivan, MD, as 

Executive Medical Director, 

Cardiovascular Medicine. 

Acquisitions
• DrugDev (London, UK, Princ-

eton, NJ, and Audubon, PA), 

interactive network and data 

sharing platform for over 

80,000 clinical trial doctors 

in 93 countries, announced 

its acquisition of CFS Clini-

cal (CFS), specialty provider 

focused on the business and 

financial management activi-

ties for clinical trials. 

Awards
• Pharmaceutical Product Devel-

opment, LLC (PPD) (Wilmington, 

NC and Landsdale, PA) an-

nounced that PPD 3D earned 

the Gold Award for Best Use 

of Virtual Worlds for Learning 

from the Brandon Hall Group 

Excellence in Learning, Talent 

Management, and Sales and 

Marketing Awards. 

• Quintiles (Research Triangle 

Park, NC) announced that the 

company has been awarded 

the Society for Clinical Re-

search Sites’ 2013 Clinical 

Research Organization Eagle 

Award. The award recognizes 

outstanding leadership, pro-

fessionalism, integrity, passion, 

and dedication and is voted 

on by the sites themselves. 

Quintiles also announced that 

after receiving nine individual 

Great Place to Work awards in 

2013, they had again been rec-

ognized as one of the World’s 

Best Multinational Workplaces 

by Great Place to Work, rank-

ing 18th on the 2013 list. 

Company News
• PharmaVigilant, (Westbor-

ough, M A) an e-clinical 

provider, announced the re-

lease of I-Vault3. It features 

new Cube technology, a 

multidimensional solution 

that allows for every docu-

ment,  image, and v ideo 

from your organization to 

be digitally stored with high 

security access.

Business and People Update

Ben Atkins Emma D’Arcy Mark A. De Rosch Alex Livingstone
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“When I started in my new position, almost fi ve years ago, my PI asked me if I would be willing to get my Certifi cation. I had been a CRC for several years by that time. I told him I was willing, but it had been costly. He offered to pay for all of my study materials and my exam if I passed. So believe me, I was more motivated than ever! This was a great opportunity and I took it. I passed on my fi rst attempt and then challenged him to get his CPI®. He sat for the next PI exam the following spring. We have now started a policy that all CRCs and PIs who are hired into our offi ce will be required to sit for the exam when qualifi ed, and will make this part of their condition of hire. It makes me proud to work in a lab that is 
focused on quality and professionalism.”

– Joyce Nicklaus RN
, BSN, 

CCRC® and 

Dr. Jay Piccirillo, CPI®  

SearchA C R P

Products & Services ShowcaSe

ES348584_ACT1113_031_CL.pgs  10.31.2013  20:56    ADV  blackyellowmagentacyan



32    Applied CliniCAl TriAlS   appliedclinicaltrialsonline.com November 2013

Search for the company name you see in each of the ads in this section for FREE INFORMATION!

Go to: marketplace.findpharma.com

MEDICAL EquIpMENTEquIpMENT RENTAL

SearchW O O D L E Y

QRTD (Quantitative Real Time Diagnostics) is brought to you by

 Results when you need them  

      On-site decisions

           Improved patient experience

          Dosing and sampling

Benefits of QRTD for your clinical study:

 Reduced study length  

 Reduced study costs

  On-site patient results allowing  
next step decisions to be made

 Improved patient experience

‘Results when you need them’
For further information on QRTD or our dosing bundles  

for Phase II and III studies:

UK Tel: 0800 324 7836

USA Tel: 1877 8360762

in partnership with                                          &

Email: sales@mesm.co.uk

Website: www.mesmglobal.com 

QUANTITATIVE REAL-TIME DIAGNOSTICS

SearchM E S M

For information, call Wright’s Media at 877.652.5295 or visit our website at www.wrightsmedia.com

Leverage branded content from Applied Clinical Trials to create a more powerful and sophisticated 

statement about your product, service, or company in your next marketing campaign. Contact Wright’s 

Media to fnd out more about how we can customize your acknowledgements and recognitions to 

enhance your marketing strategies.

Content Licensing for Every Marketing Strategy
Marketing solutions fit for:

Outdoor |  Direct Mail |  Print Advertising |  Tradeshow/POP Displays | Social Media | Radio & TV

Products & Services ShowcaSe
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pACKAGING SERVICES

CONTRACT MANuFACTuRING/pACKAGING SERVICES

Laboratories

CLINICAL SuppLIES

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

Tel:  512.303.1265      Fax:  512.303.1390

Laboratories
PK Kits/Material and Logistics Services

Lab Operations Manual Time Point Specific Kits

Pre-printed Specimen Labels Specimen Shipment Logs

Domestic/International

Shipment Tracking/Logistics

Tel:  512.303.1265      Fax:  512.303.1390
www.tcgsupplies.com

Variable Data Coded 

Booklet Labels at 

Reasonable Prices!
www.jhbertrand.com 

716-631-9201 
cGMP Facility

Classifieds  

Can work for  

you!

Classifieds  

Can work for  

you!
Reach highly-targeted, Market-specifc business 
 professionals, industry experts and prospects   

by Placing your ad here!
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A CLOSING THOUGHT

To see more A Closing Thought articles, visit 

appliedclinicaltrialsonline.com

The rise of BYOD has been remarkable. 

Some 53% of organizations now let users 

connect their device to a corporate network. 

I find this number staggering when you con-

sider the implications of letting employees 

store confidential information on their per-

sonal smartphones, laptop computers, or 

tablets, and this concern for personally iden-

tifiable information is one reason why many 

working in the healthcare sector believed 

that BYOD would never transfer successfully 

to the clinical trial arena when trying to en-

gage patients and capture their data. They 

have, however, been proved wrong.

In the past, ePRO data has been captured 

by provisioning devices, using fixed param-

eters for data viewing and validation. This 

has historically brought its own restrictions 

requiring specific devices regardless of the 

user population. The use of BYOD or device 

independent technology has opened up the 

possibilities of provisioning through the 

ability to recognize device parameters and 

optimize the configuration of data according 

to the device in use. This offers the flexibility 

to select the provisioned device according 

to specific populations, as well as ensuring 

instruments are displayed within valida-

tion requirements. Personally identifiable 

information can be extracted so that spe-

cific health information is not linked to an 

identifiable individual unless the viewer, for 

example the HCP, has authorization. It also 

enables physical separation of data in order 

to comply with local data protection laws.

Additionally, a device independent ap-

proach allows the flexibility to select and 

provide the most appropriate device for a 

patient demographic where provisioned 

devices are preferred. However, the abil-

ity to run device diagnostics and identify 

the specific device in use by each patient 

opens up the opportunity to significantly 

reduce and even remove the need for provi-

sioning entirely. Device analysis can easily 

be integrated into patient enrollment and 

provisioning can typically be reduced to as 

little as 10% or 20% of study participants. 

In some cases the need for provisioning 

can be removed altogether and the par-

ticipants’ own devices can be employed 

throughout the study. 

BYOD in clinical trials isn’t a concept 

of the future; it’s happening now. For ex-

ample in large population, multi-country 

late phase studies the BYOD model has 

enabled cost-effective deployment of elec-

tronic patient communication and data 

capture. Global cardiovascular outcomes 

studies have seen an emergence of BYOD, 

while other studies using a part provision-

ing model can check a device, then only 

provision locally when necessary—saving 

time and money. 

By reducing the cost of full-scale pro-

visioning and significantly reducing the 

logistical challenge of managing and main-

taining large quantities of devices across 

the globe, a device independent approach 

delivers an extremely cost effective patient-

centric strategy for sponsors, CROs and 

payers, that both enhances patient engage-

ment and addresses data capture require-

ments. The train has left the station as far 

as BYOD use in clinical trials is concerned, 

and it is for these reasons that device inde-

pendence makes sense economically and 

socially and is the future of clinical trials.

I
t is said that the world is getting smaller. A notion that is due to the 

on-going advances in technology; not just in capability but also in ac-

cessibility. Statistics show that there are now over six billion mobile 

phone subscriptions world-wide and it is this availability and familiarity 

with technology that has led to an opportunity for the use of a patient’s 

own device in global clinical trials. In turn, this could reduce the need for 

costly device provision; a model known as: bring your own device (BYOD).

Device Independence is the Future of Clinical Trials

BYOD makes sense 

economically and 

socially and is the 

future of clinical trials.

Tim Davis

CEO and Co-Founder 

Exco InTouch

E-mail: info@excointouch.com
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INTERLAB
central lab services – worldwide

· 11 labs on all continents

        ·  dedicated project management

                  ·  reliable shipping logistics

                          · broad analytical portfolio

CENTRAL LAB
    SERVICES FOR
        CLINICAL TRIALS

www.interlab.deEUROPE · THE AMERICAS · ASIA/INDIA/CHINA · AUSTRALIA · SOUTH AFRICA · NEAR/MIDDLE EAST
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inVentiv Health Clinical

Advancing Clinical Innovation

www.inVentivHealthclinical.com/innovation.act

inVentiv Health Clinical combines state-of-the-art clinics and 

bioanalytical labs, leading therapeutic expertise in Phase II-IV, 

and customizable strategic resourcing approaches to provide  

a full range of clinical development services to accelerate  

drug development.

Global Footprint: A top 5 CRO operating in more than  

70 countries

Therapeutic Excellence: Leading therapeutic expertise aligned 

to all stages of development

Patient Recruitment and Retention: Data-driven and  

research-informed communication strategies to maximize 

effective patient recruitment and retention

Late Stage Expertise: Effectively generating and persuasively 

communicating evidence of real-world safety and value

Strategic Resourcing: Adaptive, cost effective solutions from 

contingent staffing to functional models and staff lift-outs
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