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C
onsistency is a theme that ran through 

the expert panel discussion on suc-

cessful partnerships, the resultant ar-

ticle from which can be found on page 20. 

Consistency in outsourcing models, consis-

tency in communications, and consistency 

in trial management were all discussed as 

cornerstones to a fruitful business relationship. 

Without consistency, outsourcing partner-

ships suffer. Inconsistency leads to chaos, 

dysfunction, micromanagement, dissension and, ultimately, failed 

processes. To ensure consistency, our panel experts recommend a 

playbook. Simply put, it is the guide for how clinical trials will be man-

aged in their respective company’s. The guide is updated, and all parties 

are updated and trained on changes.

Well, you might say, “I’ve managed trials all my life, I don’t need a 

guide.” You may be able to run a trial blindfolded. But the ah-ha mo-

ment I had was when one expert said, “Everyone has a different phi-

losophy on how to manage a study.” This industry has undergone a lot 

of change, mergers and acquisitions in the 30-odd years of wholesale 

clinical trial conduct and outsourcing. What you learned at, say, the 

former PharmaNet or Kendle may not be how the former Sandoz would 

run a trial. 

How trials are run at your company may be a mish-mosh of all of your 

managers previous jobs. It’s like driving on the New Jersey Turnpike on 

a Sunday. You’re all from another state, going to another state, and you 

all know how to drive, but you don’t drive like, say, how a New Jerseyan 

would drive at rush hour. It just doesn’t work well and it’s chaotic. 

In conferences, I have heard how one study team will try a new tech-

nology in a trial, never to realize a team in their same company was also 

using it. That one team chooses one type of software and another team 

picks something else. It is also entirely possible that both teams work 

with the same CRO, so now you have two teams using the same CRO 

but on different software. This is also true of an example shared in the 

article of using different outsourcing models in the same therapeutic 

area. Maybe 40% of the trials get one model and 60% another model. 

The experts say, “Just don’t do it.” If you want consistency—internally or 

with your external partners—just pick one. 

In Ken Getz’s column on page 12, he details the macro issues that 

are hindering collaborative effectiveness between CROs and sites and 

sponsors. And many of these were touched on in our panel. But put in 

a financial context, he states, “Clinical operations activities are deeply 

dependent on collaborative effectiveness. Approximately $26 billion 

was spent on CROs in 2016 largely to execute clinical trial activity world-

wide.” And, he also emphasized, there is no indication that this trend 

will reverse. 

This is the way drug development is structured, and the more effec-

tive the partnership, the more potential for efficiencies that save money, 

bring drugs to market faster, and support the advances in technology. I 

know we tend to want to believe our way is best, but sometimes when 

your company is following one playbook in one direction, you can focus 

on consistent excellence rather than inconsistent chaos. 

Choose Consistency Over Chaos

LISA HENDERSON

Editor-in-Chief
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eLEARNING

Applied Clin-

ical Trials of-

fers eBooks 

about clini-

cal trials top-

ics, which 

are free to 

download. 

Check out 

our latest on 

Risk-Based 

Monitoring in Clinical Trials, Technol-

ogy that Touches the Patient, and our 

Oncology Clinical Trials, which will 

be updated and available May 15. 

http://bit.ly/1TDwXfI

COMING SOON!

Coming to your inbox in May, our 

next Industry Survey with SCORR 

Marketing. This is a more in-depth 

survey that will ask your opinions on 

outsourcing from both the CRO side 

and the sponsor side. The survey 

will be available online on May 15. 

Applied Clinical Trials celebrates 

25 years! Our June issue will feature 

the results of our past, present and 

future of clinical trials survey, as 

well as articles that describe the 

changing roles in our industry and 

insights from industry experts on 

how clinical trials can improve. 

EFGCP PUTS RENEWED 
EMPHASIS ON 
COMPLEX STUDIES

The European Forum for Good Clinical 

Practice (EFGCP) has unveiled plans to 

boost quality and innovation in so-called 

complex studies, which it defines as being 

more difficult to develop and design, to 

recruit for, and to evaluate once the clinical 

trial has been completed.

“The subjects are from populations that 

are typically vulnerable because of the 

potentially complex interventions required, 

the lack of treatment options, the use 

of more novel compounds, the difficult 

choice of comparators/use of placebo, or 

it could be that the outcomes are more 

difficult to measure,” notes a statement 

issued by the EFGCP. “These types of stud-

ies include rare diseases/orphan indica-

tions, trials in pediatric populations and 

oncology studies.”

At EFGCP’s workshop, to be held June 

12 at University College London, the focus 

will be on innovation, but also speakers will 

look at current regulations and their impact 

in complex studies, the use of big data, 

and the impact of technological advances, 

as well as gene profiling in oncology stud-

ies and requirements for laboratories tak-

ing part in clinical research. The other cen-

tral theme will be quality management, 

including the challenges of remote audits 

and preparation and management of re-

search units who will run complex studies.

According to the organizers, “Quality 

and innovation may not always go ‘hand 

in hand’; while they may be related, they 

are not always complimentary. Innovation 

is today’s ‘buzz’ word but this needs to 

be carefully considered and systemically 

incorporated for it to be successful. Quality 

and quality improvement practices con-

tinue to play a significant role in clinical 

research ensuring subject safety and data 

integrity.”

The campaign is being organized by the 

Education Working Party (EDWP), which 

has around six active members and is 

chaired by Nicky Dodsworth, vice president 

of global quality assurance at Premier Re-

search, a CRO based in Reading, U.K.

The role of EDWP is to identify priority 

needs and primary challenges in the edu-

cation and training of good clinical practice 

(GCP) among those involved in preparing 

and carrying out clinical trials. Its aim is 

the coordination and harmonization of 

educational and training programs in GCP, 

while appreciating that different traditions 

in medical and scientific education across 

Europe are considered when developing 

GCP practices. The group seeks to develop 

cross-national understanding through 

‘train-the-trainer’ schemes.

Additionally, EFGCP is working hard 

to increase its membership. The group’s 

latest annual report showed that 142 

members joined EFGCP or renewed their 

membership in 2016, compared with 141 

members in 2015 and 237 members in 

2012. Staff in Brussels contacted every-

body whose membership expired in 2015 

and 2016 and who had not renewed, and 

now it insists that each member of a work-

ing party is also an EFGCP member.

“Potential organizations that would ben-

efit from joining EFGCP (medical societies, 

companies, academic institutions, etc.) 

were also approached to better under-

stand the current needs of these differ-

ent audiences and what the role of EF-

GCP could be to interact better with its 

members and provide the right format of 

services,” wrote the authors of the annual 

report.

In the future, the Policy and Strategy 

Working Party will help to achieve this goal 

at a larger strategic level for EFGCP. Staff 

have also developed a set of “elevator 

pitches” to present and promote EFGCP 

in a clear and proactive manner, and the 

goal for 2017 is to continue such a recruit-

ment strategy with the support of the new 

website designed to reposition the EFGCP 

identity.

In other EFGCP news, the Ethics Work-

ing Party met in Brussels in February to 

discuss several topics, including the ethical 

aspects of development and implementa-

tion of lay summaries, as requested by the 

upcoming Clinical Trial Regulation.

— Philip Ward

RISK-BASED MONITORING 
IN CLINICAL TRIALS
A FOCUS ON QUALITY RISK ASSESSMENT, 
MANAGEMENT AND PLANNING
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WASHINGTON REPORT

FDA NOTES

ORPHAN DRUG SURGE 
RAISES REGULATORY AND 
DEVELOPMENT CHALLENGES
Treatments for rare conditions account for a 

large and growing proportion of new drugs and 

biotech therapies in the U.S., encouraged by fa-

vorable FDA regulatory policies for developing, 

approving and marketing promising therapies. 

More than 40% of new molecular entities in 

2015 and 2016 were orphans, a level reflecting 

the success of the orphan drug designation 

program and expedited review pathways for 

breakthroughs and other innovative medicines. 

Yet, high prices on important new therapies 

and complaints about drugmakers exploiting 

loopholes in the Orphan Drug Act have led to 

push-back from policymakers and payers. A 

firestorm erupted following FDA’s controver-

sial approval in September 2016 of Sarepta’s 

Exondys 51 for Duchenne muscular dystrophy 

(DMD), despite limited evidence of efficacy and 

a $300,000-a-year price tag for initial treatment. 

More recently, Biogen set a launch price of 

$750,000 for first-year treatment with its drug 

Spinraza for spinal muscular atrophy. And Mar-

athon Pharmaceuticals raised eyebrows when 

it launched Emflaza for DMD at $89,000 a year, 

even though the drug was already available at 

low cost in Europe and the sponsor had to con-

duct only one fairly small study for U.S. approval. 

A recent analysis by Kaiser Health News 

cited biopharma companies for manipulating 

the rules to gain added exclusivity for drugs 

with mass market sales able to document an 

orphan indication. Congress is investigating  

whether sponsors develop some orphans with 

an eye to expanding use to much broader indi-

cations, or “evergreening” exclusivity. Leading 

senators want the Government Accountability 

Office (GAO) to examine whether the program 

is working as intended, while others back legis-

lation that codifies such exclusivity extensions. 

Meanwhile, orphan drugs will account for 

more than 21% of worldwide brand-name pre-

scription drug sales in 2022, up from 6% in 

2000, according to an analysis by EvaluatePha-

rma. Sales reached $114 billion last year, but 

will grow to $209 billion in five years, as FDA’s 

Office of Orphan Products Development pro-

cessed nearly 600 designation requests in 2016 

and granted  more than half. Such promise has 

attracted major pharma companies to the field, 

replacing the many small biotech firms that 

initially focused on developing these highly tar-

geted therapies. And contract research organi-

zations (CROs) are looking to tap the rare dis-

ease development business. In February, PPD 

formed a new center to oversee development 

programs for orphans and pediatric therapies. 

President Trump highlighted the importance 

of “miracle” rare disease treatments in his 

address to Congress in February, which coin-

cided with Rare Disease Day. Trump stated that 

the discovery of orphan drugs, as for Pompe 

disease, required significant reform of FDA’s 

“slow and burdensome approval process…. so 

more lives can be saved.” The National Organi-

zation for Rare Disorders (NORD) fired back that 

FDA is doing a terrific job of speeding rare dis-

ease treatments through the approval process 

and of supporting flexible R&D approaches in 

evaluating those therapies. 

Flexible studies

In fact, more than three-fourths of orphan 

drugs developed between 2008-2015 benefit-

ted from “flexible development approaches,” 

which consist of less than two well-controlled 

studies or novel endpoints, explained Richard 

Moscicki, deputy director for science opera-

tions at the Center for Drug Evaluation and Re-

search (CDER), in a February address to the 

World Symposium on Science. He noted that it 

takes three years less to develop a drug with a 

breakthrough designation.

At the same time, Moscicki and others em-

phasize that randomized clinical trials often 

provide valuable evidence for developing rare 

disease drugs. At NORD’s summit last October, 

Moscicki advised sponsors that including well-

controlled studies in protocols can provide FDA 

with “good scientific information to make good 

regulatory decisions.” Rigorous collection of 

natural history data can help researchers under-

stand the disease, and qualification of important 

assays and biomarkers prior to use can support 

efficient development and avoid the waste of 

clinical specimens.

More collaboration on orphan drug designa-

tions and clinical trial design by FDA and the 

European Medicines Agency (EMA) also prom-

ises to streamline rare disease research and 

approvals. The regulators have formed a for-

mal “cluster” for sharing information on orphan 

drug designation, exclusivity and regulatory 

flexibility, including selection of trial endpoints 

and design of postmarketing studies. What is 

really needed to expedite orphan drug devel-

opment, said NORD in response to Trump’s 

February comments, is 

adequate FDA funding to 

expand rare disease of-

fice staff expertise.

— Jill Wechsler

The FDA recently released the following in-

dustry guidance documents:

2/17/17: Q11 Development and Manufac-

ture of Drug Substances—Questions and 

Answers (regarding the selection and justifi-

cation of starting materials)

2/15/17: Guidance Agenda: New & Revised 

Draft Guidances CDER is Planning to Publish 

During Calendar Year 2017

1/17/17: Assessment of Abuse Potential of 

Drugs

1/17/17: Considerations in Demonstrating 

Interchangeability With a Reference Product 

(draft guidance)

The following committee meetings were 

among those scheduled in April:

t� Joint meeting of the Nonprescription 

Drugs Advisory Committee and the 

Drug Safety and Risk Management 

Advisory Committed  April 4 

t� Blood Products Advisory 

Committee  April 4-5

http://appliedclinicaltrialsonline.com/
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EU REPORT

EMA NOTES

WHAT’S NEW IN THE ‘NEW’ EU 
PERSONALIZED MEDICINES BID?
You’ve waited long enough for this … the Euro-

pean Union (EU)-led attempt to move decisively 

ahead at the international level on personal-

ized medicine has just published its action plan. 

Now decide if it was worth the wait.

The wait has lasted for more than a de-

cade. The action plan released in late March 

by the ICPerMed consortium (see: http://bit.

ly/2nQfOZM) notes “previous initiatives in per-

sonalized medicine at EU and national level” 

going back to before 2007, and even including 

a 2015 agenda calling for “a different approach” 

to research. That emphasized the need for col-

laboration “across the entire healthcare value 

chain,” and listed some of the desiderata: re-

search cooperation with regulators, healthcare 

providers, policymakers, ethical, legal and so-

cial experts and patients; extending research 

funding to communication, training, outreach 

and non-research cross-sectoral projects; and 

new transnational networking structures.

What this EU-sponsored international con-

sortium presents us with this spring is an ac-

tion plan—but not yet any action. And in line 

with the plan’s own acknowledgement that 

plenty of work has already been done in iden-

tifying the challenges of personalized medi-

cine, what we get is a lot of confirmation of 

what was already agreed in 2015—and, indeed, 

what has been also been repeatedly pointed 

out by other organizations working in this field 

over recent years. “In order to develop and use 

the full potential of personalized medicine, truly 

interdisciplinary research and inter-sectoral 

collaboration is needed,” says the 2017 action 

plan. “Knowledge, research activities and best 

practices need to be shared and where appro-

priate, aligned.”

The ICPerMed plan goes on to offer the now-

familiar lists of areas requiring attention: gen-

eration of best available evidence, attention 

to ethical aspects, information for citizens and 

patients, healthcare professionals and provid-

ers, payers and researchers. It calls for com-

prehensive, validated, accessible and interop-

erable datasets, harmonized and with quality 

data that also takes account of data protection 

and ownership. And it genuflects to the need 

for “patient-centred, strategic approaches” that 

are nonetheless cost-effective and capable of 

“ensuring the sustainability of national health 

systems.” It also sets out the requirements for 

an effective context for personalized medicine: 

infrastructures, resources and frameworks for 

education and training, and empowering citi-

zens to manage their own datasets.

So what is there new in all of this? 

In concrete terms, there is an attempt to set 

some specific goals, and some indicative 

timelines for achieving them. Data features 

prominently in the most urgent needs. Two 

immediate objectives—defined as needing 

action over the next two to four years—in-

clude research projects at the European level 

to ensure the quality, completeness, validity 

and analysis of datasets, and studies on data 

integration and interpretation of multifactorial 

diseases—work which should be shared at 

European, regional and national levels.

Timing

Up to seven years is the medium-term time-

frame set for other actions, such as support for 

research on enabling the extraction of struc-

tured data from unstructured sources, pilot 

projects to assess the impact of sharing data 

for researchers and others, research projects 

to optimize data security, privacy and owner-

ship within personalized medicine approaches, 

and research projects to develop innovative 

decision support tools for healthcare providers. 

It isn’t all about data, either. The same medium-

term timeframe is indicated for development 

and implementation of high-throughput pre-

clinical models and translational programs .

Focus

Another area where ICPerMed claims to be 

innovative is in ordering the often fragmented 

approaches to personalized medicine. It is, it 

boasts, “the first time that such an impressive 

number of research funders and policymakers 

have identified and published a consensus 

view on the R&D needed in order to further 

advance personalized medicine.” It certainly 

meets its claim on numbers, because it does 

bring together 30 European and global re-

search and health ministries and funding 

agencies, including such big hitters as the UK’s 

Medical Research Council, France’s Agence 

Nationale de la Recherche, and Germany’s 

Federal Ministry of Education and Research.

* Is ICPerMed’s plan just 

another blueprint? Read 

more online at http://

www.appliedclinical-

trialsonline.com/view-

brussels

— Peter O’Donnell

BIG DATA TASK FORCE: Together with the 

heads of the national competent authorities 

in the European Economic Area (EEA), the 

European Medicines Agency (EMA) has 

established a new task force to explore 

how medicines regulators in the EEA can 

use big data to support research, innovation 

and robust medicines development in 

order to benefit human and animal health. 

The task force, chaired by the Danish 

Medicines Agency and EMA, is composed 

of experienced staf f from medicines 

regulatory agencies in the EEA. Their efforts 

will be complemented on an ad hoc basis 

by external experts in big data collection 

analysis.   

DATA ANONYMIZATION EXPERTS SOUGHT: 

EMA has launched a call for applications to 

join a technical anonymization group (TAG) 

that will help the agency to further develop 

best practices for the anonymization of clinical 

reports. The goal is to set up a multidisciplinary 

team. CVs and declarations of interest should 

be sent to tag@ema.europa.eu by April 28.

http://appliedclinicaltrialsonline.com/
http://www.appliedclinicaltrialsonline.com/view-brussels
mailto:tag@ema.europa.eu
http://www.icpermed.eu/media/content/ICPerMed_Actionplan_2017_web.pdf
http://www.icpermed.eu/media/content/ICPerMed_Actionplan_2017_web.pdf
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REGULATORY REFORM

COLLABORATION ON EU’S NEW 
CLINICAL TRIALS RULE BRINGS 
OPPORTUNITY, CHALLENGES

Application review will require 
closer cooperation between eth-
ics committees and competent 
authorities in several areas

A new regulatory framework for the au-

thorization, conduct and supervision of 

clinical trials across the European Union 

(EU)/European Economic Area (EEA) was 

published on May 25, 2014. The regulation 

is expected to go into effect by October 

2018, following confirmation that the IT 

infrastructure underpinning its implemen-

tation (the EU portal and database) is fully 

functional. 

The new Regulation aims to streamline 

the submissions and authorization proce-

dures for clinical trials by the creation of a 

single submissions portal and coordinated 

assessment between EU member states 

concerned with the trial. 

Decisions on a clinical study will be 

made on a member-state basis, rather 

than separate competent authority and 

ethics committee (EC) decisions as is cur-

rently the case under Directive 2001/20/

EC; however, the Regulation does not dic-

tate how a member state should be or-

ganized to reach its decision: “It should 

be left to the member state concerned to 

determine the appropriate body or bodies 

to be involved in the assessment of the 

application to conduct a clinical trial and 

to organize the involvement of ethics com-

mittees within the timelines for the authori-

zation of that clinical trial as set out in this 

Regulation.”

The review of an application will involve 

drafting of a “Part I” and a “Part II” assess-

ment report. Part I will focus mainly on 

benefit-risk considerations and will be as-

sessed in cooperation with all concerned 

member states (CMS) with a “reporting 

member state (RMS)” taking the lead. 

Part II will involve only national consid-

erations such as informed consent and 

suitability of investigators and sites. In 

most (if not all) member states, ECs will 

exclusively assess Part II aspects and will 

have input into the Part I assessment re-

port, with competent authorities taking 

the lead. 

The timelines involved in reaching an as-

sessment conclusion are 45 days for both 

Part I and Part II assessment. A maximum 

of an additional 31 days can be added to 

the overall time frame if the member state 

needs to obtain further information from 

the sponsor organization. ECs will need to 

consider how they will deal with the review 

of responses from the sponsor, which will 

be submitted via the EU portal any time 

up to 12 days following the request for 

information. This review may also require 

interaction with the competent authority 

to reach an agreed member state position. 

An additional challenge for ECs arises 

when their member state is acting as RMS. 

In these cases, the draft Part I assess-

ment report needs to be circulated to the 

CMS by day 26, who then have 12 days 

to provide their considerations. The RMS 

then has seven days to consolidate these 

considerations and finalize the assessment 

report. These time frames raise challenges 

for ECs involved in the Part 1 assessment. 

For example, will they be able to meet and 

review the documentation by day 26? Will 

they meet again to consolidate the consid-

erations from CMS 12 days later, convene a 

subgroup, take chairman’s action, or leave 

it to the competent authority? 

The single member state decision on the 

trial will be submitted to the sponsor via 

the EU portal within five days of the con-

clusion of the Part I and/or II assessments 

(whichever is later). 

It is not only the assessment of applica-

tions that will require closer cooperation 

between ECs and competent authorities 

under the new Regulation. Activities such 

as validation of the application, declar-

ing willingness to act as RMS, provision of 

considerations to the RMS (or consolida-

tion of the considerations if your member 

state has the RMS role), and submission of 

information to the EU portal are all done 

on a member-state basis and need to be 

performed under a defined timeline. In 

addition, any appeal to a decision for an 

application will need to be organized on 

a member-state level rather than being 

submitted to the individual organizations 

involved. 

These activities present new opportuni-

ties and challenges to both competent 

authorities and ECs, particularly in light of 

the fact that review of trials of investiga-

tional medicinal products (IMPs) may only 

be a small proportion of an ECs total work-

load. In the UK, it is estimated that approxi-

mately 15% to 20% of research reviewed 

by ECs is for IMP studies. 

In order to meet the requirements of 

the new Regulation, many member states 

have needed to reorganize their ECs sys-

tem. In practice, this has involved reducing 

the number of committees and the intro-

duction of a form of centralized coordina-

tion in the member state. In the UK, this 

central coordination is carried out by the 

Health Research Authority (HRA). 

Many member states are considering, or 

have already begun, piloting new ways of 

working under the Regulation. This is argu-

ably the most efficient way to prepare for 

the exciting future that lies ahead in order 

to provide consistent and timely decisions 

on trials for the benefit of public health.

* Language in Regulation regarding ethical 

review of protocols concerning/See page 42

— Martin O’Kane is Head, Clinical Trials 

Unit, Medicines and Healthcare Prod-

ucts Regulatory Agency (MHRA), UK

Martin O’Kane

http://appliedclinicaltrialsonline.com/
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DATA STANDARDS

IDMP: AN INTERNATIONAL 
STANDARD FOR LIFECYCLE 
DATA MANAGEMENT
Pharmaceutical regulation is a data-driven 

environment; it has been undergoing a data 

revolution due to the speed at which inno-

vative technologies have be applied within 

the life sciences sector. However, the pace 

at which innovation can be transitioned into 

the regulatory framework and applied as 

regulatory science and technology across 

the global product lifecycle to support more 

efficient and effective decision-making re-

quires a rigorous level of assessment and 

analysis. Some of this process is untested 

due to lack of precedent. More specifically, 

the regulatory framework operates at a dif-

ferent speed for a variety of reasons, such 

as acquiring the appropriate level of intel-

lectual capital within the pharma industry 

and regulatory agencies, fully understanding 

the technology in question for applicability 

and use, and the development and imple-

mentation of policy to guide and support 

implementation.

Although there are several efforts un-

derway to bridge this divide, ranging from 

something as basic as mandating the sub-

mission of regulatory data in an electronic 

format to the more complex such as the in-

corporation of tools to support the submis-

sion and use of next-generation sequencing 

(NGS) data (e.g., FDA-CBER’s High-Perfor-

mance Integrated Virtual Environment-HIVE). 

True convergence between the two will not 

be possible without the introduction of a 

more agile process for regulatory policy and 

guidance development and the utilization of 

data standards to ensure that received data 

to be analyzed is of the highest quality with 

minimal data integrity loss. It is important 

to ensure what is being applied is fit-for-

purpose for its intended application while 

mitigating any risk that would outweigh the 

potential benefit to better inform regulatory 

decisions.

Though it may appear to be fairly straight-

forward at a strategic level, the complexities 

of regulatory data are vast and comprehen-

sive given that the global regulatory product 

lifecycle covers a broad spectrum—from 

clinical trials through to marketing authori-

zation and postmarketing activities. A logi-

cal and foundational starting point would 

be the ability to uniquely identify medicinal 

products on a global scale throughout their 

lifecycle, from the origin of the substance 

through to unique identification at the in-

dividual package level. Currently, Industry 

and regulatory authorities have their own 

distinct processes for identifying a medici-

nal product to support their activities. Then 

there is the matter of how product informa-

tion is identified and used downstream by 

external stakeholders for electronic health 

and medical records, prescribing, dispens-

ing, supply chain, clinical decision support, 

and patient registries, among other areas.  

For example, the are ongoing initiatives to 

publicly release vast amounts of clinical 

and safety data to support better evidence 

generation on regulated products. The most 

significant item of importance is robust data 

quality and integrity, but poor data quality  

can cripple even the best analytical tech-

niques and methods, thus limiting utility.

The International Organization for Stan-

dardization (ISO) identification of medicinal 

products (IDMP) is a suite of standards and 

corresponding technical specifications for 

improved identification, data quality, and 

integrity of medicines throughout the prod-

uct lifecycle. The implementation of data 

standards such as IDMP is simply one key 

step to ensuring that product information 

is identified and captured accurately within 

the regulatory framework and beyond. It is 

not limited to finished products, as it can be 

applied early in R&D prior to the initiation of 

the regulatory lifecycle. While the original 

intent of IDMP as a global standard was to 

primarily support pharmacovigilance, the 

concept of uniquely identifying a medicinal 

product on a global scale has multiple utility 

to support a variety of regulatory initiatives. 

Those include establishment identification, 

product to establishment relationships, lot 

distribution, supply chain integrity, falsified 

medicines, and clinical trial registration and 

results reporting.

IDMP consists of the five following data 

standards: 

O ISO 11615, health informatics—Identifica-

tion of medicinal products — data elements 

and structures for the unique identification 

and exchange of regulated medicinal prod-

uct information.

O ISO 11616, health informatics—Identifica-

tion of medicinal products—data elements 

and structures for the unique identification 

and exchange of regulated pharmaceutical 

product information.

O ISO 11238, health informatics—Identifica-

tion of medicinal products—data elements 

and structures for the unique identification 

and exchange of regulated information on 

substances.

O ISO 11239, health informatics—Identifica-

tion of medicinal products—data elements 

and structures for the unique identification 

and exchange of regulated information on 

pharmaceutical dose forms, units of presen-

tation, routes of administration and packag-

ing.

O ISO 11240, health informatics—Identifica-

tion of medicinal products—data elements 

and structures for unique identification and 

exchange of units of measurement.

O 505(b)(2) applications accounted for 63% 

of 451 original new drug applications ap-

proved by the FDA during 2009-15.

There are four corresponding technical 

specifications to these standards (see http://

bit.ly/2nwXdho). The primary purpose for 

the development of these standards was in 

response to a worldwide demand for inter-

nationally harmonized specifications for me-

dicinal product identification. IDMP specifies 

data elements, structures, and relationships, 

in addition to required terms and definitions. 

There is a vast amount of information re-

quired in a dossier and IDMP is not intended 

to be the complete solution for all regulatory 

data represented. However, the ability to 

uniquely identify a medicinal product and 

structure this information per these stan-

dards allows for consistent implementa-

tion throughout the international regulatory 

framework—to achieve regulatory harmoni-

zation and ultimately convergence.  

— Vada A. Perkins, Founder and Man-

aging Principal of IDENTIFICA, a global 

regulatory intelligence and life sci-

ences IT firm specializing in global 

product lifecycle data management

http://appliedclinicaltrialsonline.com/
http://bit.ly/2nwXdho
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CLINICAL TRIAL INSIGHTS

THE ELUSIVE GOAL OF 
OPTIMIZING DEVELOPMENT 
OPERATIONS

Examining the evolution of 

protocol design and collaboration 

executing strategies 

Ken Getz 

Despite best intentions, drug development 

operations remain highly inefficient and un-

predictable. There are a number of fundamen-

tal factors driving these conditions, including 

complex protocol designs, poorly executed 

operating strategies and the failure to engage 

study volunteer and healthcare provider com-

munities. I’ve touched on these factors in past 

Clinical Trial Insights. This column presents 

updated data characterizing protocol design 

and collaboration execution practices.  

Let’s begin at the macro level looking at 

the high and rising financial and time-based 

cost of innovation. In 2017, close to $160 

billion will be spent globally on R&D—a 4% 

average annual increase during the past de-

cade. The out-of-pocket (direct) costs—ad-

justed for inflation—to develop a single ap-

proved drug is approaching $1 billion; 2.5 

times the out-of-pocket R&D cost to develop 

a single approved drug 10 years ago.   

The ever-increasing use of contract service 

providers and the implementation of new 

technologies and practices have had little-to-

no impact accelerating development timelines. 

Clinical and regulatory durations—averaging 

6.8 years and 1.6 years, respectively—are 

slower than those observed in the mid-1990s. 

A key contributor to longer timelines is pa-

tient recruitment and retention. This is an ex-

tremely difficult task for clinical operations to 

execute effectively, efficiently and predictably. 

Based on company reports of thousands of 

clinical trial cycle times, across all therapeutic 

areas, actual recruitment timelines end up 

nearly double in duration than planned time-

lines. This reality is a function of the growing 

challenge of identifying, finding and attracting 

study volunteers, particularly in specific dis-

ease conditions where very targeted patient 

subpopulations are sought and in crowded 

disease conditions where the competition 

for study volunteers has intensified. The wide 

variances between actual and planned enroll-

ment timelines are also a function of overly 

ambitious timelines set by clinical teams.   

Even after planned timelines have been 

doubled, we see widely disparate enrollment 

achievement rates across participating inves-

tigative sites involved in a given clinical study.  

During the past decade, research from the 

Tufts Center for the Study of Drug Develop-

ment (Tufts CSDD) shows that approximately 

10% of all investigative sites will fail to enroll 

a single patient in a global multi-centered 

Phase III clinical trial. Approximately 40% 

of sites will be activated—requiring invest-

ment in monitoring, relationship and data 

management throughout the study—yet they 

will under-enroll, failing to recruit and retain 

the requisite number of patients. In the ag-

gregate, the high cost of identifying, recruit-

ing and managing non- and under-enrolling 

investigative sites represents a significant 

portion of overall study budgets.

Site management and performance is one 

of the most inefficient and unpredictable areas 

in clinical development. Study start-up time-

lines have increased by approximately 40% 

during the past 10 years. Tufts CSDD research 

shows very wide variability in cycle times for all 

study start-up activities—from site identifica-

tion through to study completion. These vari-

ances are unprecedented given the volume of 

clinical trials initiated by mid-sized and major 

pharmaceutical and biotechnology companies 

each year. Budgeting and contracting, contract 

execution to site initiation, and site initiation to 

site activation processes are the most variable 

and unpredictable. 

Complex protocol design execution

Without a doubt, protocol design complexity is 

the most fundamental driver of development 

operating conditions. Tufts CSDD studies con-

ducted over the past two decades show high 

growth in the number of protocol endpoints, 

eligibility criteria and procedures performed 

overall and per study visit. Although the cost 

for many individual procedure has declined 

over time (e.g., ECG assessments; imaging), 

the overall direct and indirect cost per study 

volunteer visit has increased due to the larger 

number of procedures performed each visit.

To lower clinical trial costs and to reach large 

untapped patient populations and well-trained 

personnel, companies are placing their Phase 

II and III studies in more countries. At the same 

time, companies are engaging a larger number 

of investigative sites to each recruit a smaller 

number of patients. Taken together, sites have 

more difficulty achieving familiarity with the 

protocol and operating efficiency when they 

are only enrolling a few patients during the 

treatment duration of the study. This problem 

will grow as R&D pipelines increasingly focus on 

rare and specialty diseases.

Protocol complexity is positively correlated 

with longer cycle times and higher costs. 

Complexity is also associated with a higher 

incidence of amendments and change orders.  

The typical Phase III study has an average of 

2.3 unplanned and unbudgeted amendments.  

Each amendment requires three months and  

$500,000 in direct cost to implement. The 

primary reason for amending a protocol is 

to relax the eligibility criteria. And half of all 

amendments occur before the first patient 

has received the first dose, indicating that in 

our haste to put the protocol into the clinic 

we’re not spending enough time challeng-

ing the protocol’s executional feasibility. The 

number of reported change orders has also 

increased as protocol designs have become 

more complex (see chart below).  

Protocol Design Trends

Source: Tufts CSDD

The 10-year change in 

protocol design practices.

A TYPICAL 

PHASE III 

PROTOCOL

2001- 

2015

2011-

2015

Total number of 

endpoints

7 13

Total number of 

eligibility criteria

31 50

Total number of 

procedures

110 187

Total number of 

procedures per visit

10 13

Proportion of 

procedures not 

targeting a primary 

or key secondary 

endpoint

18% 31%

Total number of 

countries

5 10

http://www.appliedclinicaltrialsonline.com/
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A number of studies in the literature have 

shown that protocol complexity is associated 

with poorer data quality and integrity. The 

number of complaints that the FDA receives 

for investigative site non-compliance and 

fraud has also risen substantially since the 

mid-2000s. Protocol violations are the number 

one reason why complaints are filed against 

clinical investigators and may reflect the high 

execution burden that study staff must bear.

Inconsistent collaboration execution

This past year, of the nearly $148 billion spent 

on R&D, 55%, or approximately $80 billion, 

was spent globally on all forms of contract 

R&D services, including personnel, consul-

tants, contract research organizations (CROs), 

contract manufacturing and investigative 

sites. During the past several years, pharma-

ceutical and biotechnology companies in the 

aggregate have spent more on contract R&D 

services than on their own internal staff and 

infrastructure. There is no indication that this 

trend will reverse.

Clinical operations activities are deeply 

dependent on collaborative effectiveness.  

Approximately $26 billion was spent on CROs 

in 2016 largely to execute clinical trial activity 

worldwide. And about $14 billion was spent 

on study grants to investigative sites. It is 

widely acknowledged that these two markets 

are integral to the success of clinical devel-

opment activity. Yet our research and that of 

others continues to show that site and CRO 

performance remains mixed, inefficient and 

unpredictable.

Although the CRO market has been consoli-

dating during the past decade with the largest 

10 CROs now capturing 60% market share, it 

is the middle full-service CRO market that has 

been vanishing. A vibrant and growing market 

exists for niche and specialty service providers.  

The investigative site market remains 

highly fragmented and nascent. As a result, 

we have seen virtually no scale economies or 

efficiencies. The number of private commu-

nity-based physicians involved in conducting 

clinical trials continues to grow each year. 

Fragmentation—particularly on complex de-

velopment programs—introduces project co-

ordination and management inefficiencies, 

system and process integration and compat-

ibility challenges.  

Inconsistent collaboration is another fun-

damental driver of operating inefficiency.  This 

area has much to do with the failure of spon-

sor companies to translate and enforce stra-

tegic intent into executional practice. Despite 

the fact that nearly all major sponsor compa-

nies have entered into at least one strategic 

alliance, a very small percentage of CROs par-

ticipate in development planning and protocol 

design. Sponsors also report that—although 

they are expected to work with preferred 

providers—they routinely mix and match the 

use of niche and full-service CROs to meet the 

needs of each individual study. And sponsors 

typically evaluate CRO performance and rela-

tionship effectiveness on measures that are at 

best joint responsibilities or that fall squarely 

in the sponsor’s camp.

Although advanced data- and evidence-

based solutions are available, a large per-

centage of sponsor companies continue to 

rely on very unsophisticated approaches to 

identify and engage investigative sites. Com-

petition for experienced sites in crowded, 

rare and stratified disease conditions is forc-

ing sponsors to increasingly turn to physi-

cians and healthcare providers new to the 

clinical research enterprise. 

Optimization solutions

Sponsor companies are keenly aware of fun-

damental factors contributing to perennial 

operating conditions. Drug developers are 

actively evaluating, piloting and implementing 

new strategies and tactics (e.g., standardized 

and novel practices, technologies and collab-

oration models). And there has been a prolif-

eration of solutions providers—and investors 

—focusing on new standalone and combined 

offerings designed to inform, enhance and 

accelerate drug development activity.

To name but a few areas: collective efforts 

to elevate the level of patient engagement in 

clinical trials holds promise in helping to sim-

plify protocol designs; to target research activ-

ity on clinically meaningful benefits as defined 

by patients; to minimize participation burden 

and inconvenience; and to enlist stronger sup-

port from prospective study volunteers. 

The use of advanced analytics of large 

structured and unstructured data—patient 

reports and real-time clinical and behavioral 

metrics—to better understand the course 

and impact of disease, how to treat it and to 

collect more comprehensive and meaningful 

insights into the safety and efficacy of inves-

tigational therapies is another promising area. 

Lastly, perhaps the most transformative 

landscape development is the integration of 

clinical care and clinical research, supported 

by flexible and mobile technologies (e.g., smart 

phones and wearable devices), to bring clinical 

trials to wherever patients wish to and are best 

able to participate. This integration leverages 

healthcare infrastructure, telemedicine and the 

growing volume of electronic health informa-

tion to identify patients quickly, recruit patients 

while they are receiving medical care and en-

gage them seamlessly and conveniently. 

All of these areas hold the potential to dra-

matically change the economics and duration 

of traditional drug development operations.  

— Ken Getz, MBA, is the 

Director of Sponsored 

Research at the Tufts 

CSDD and Chairman of 

CISCRP, both based in 

Boston, MA. email:  ken-

neth.getz@tufts.edu

Competition for experienced sites in crowded, 

rare and stratified disease conditions is 

forcing sponsors to increasingly turn to 

physicians and healthcare providers new 

to the clinical research enterprise. 
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REGULATORY LEADERSHIP

GOTTLIEB TO FACE USER FEES, 
DE-REGULATION PRESSURES
The biopharmaceutical community breathed 

a loud sigh of relief last month when the 

Trump administration announced the nomi-

nation of an experienced Washington hand, 

Scott Gottlieb, as the next FDA commissioner. 

As a former FDA official and resident fellow 

at the conservative American Enterprise In-

stitute (AEI), Gottlieb was the clear choice 

of industry, as well as many research and 

patient groups. Despite strong ties to pharma 

and his role as a partner at New Enterprise 

Associates, he compared favorably to other 

widely-discussed candidates from Silicon Val-

ley and the venture capital world.

Gottlieb, 44, benefits from an unusual 

combination of medical training, experience 

in the federal government, and insider knowl-

edge of the financial investment community. 

He served as deputy commissioner for medi-

cal and scientific affairs at FDA from 2005 

to 2007, following an earlier stint as a senior 

advisor to the commissioner. At FDA, he was 

involved in developing the generic drug user 

fee program, AIDS combination dosage forms 

and biodefense countermeasures. He is a 

member of the Federal Health IT Policy Com-

mittee and advised the Trump transition team 

last year.

He also has strong ties to pharma. Pub-

lic disclosures indicate that GlaxoSmithKline, 

Daiichi Sankyo, Vertex Pharmaceuticals and 

other firms have paid him various fees in re-

cent years for serving on advisory boards and 

other programs. 

Gottlieb is a prolific writer on health policy, 

providing regular commentaries on drug de-

velopment and FDA operations to the Wall 

Street Journal, Forbes magazine and other 

publications. A main theme is the need for 

less costly, more efficient drug development 

and approval, particularly for complex generic 

products, to inject more competition into the 

market and lower drug prices. He supports 

priority review vouchers and greater use of 

surrogate endpoints and other strategies to 

avoid longer, more expensive clinical trials.

Although some consumer and patient 

groups object to Gottlieb’s strong ties to in-

dustry, the cancer research community gives 

him high marks. As a cancer survivor, Got-

tlieb won plaudits from the Friends of Cancer 

Research, which has worked with Gottlieb on 

developing the breakthrough therapy des-

ignation program and FDA’s new Oncology 

Center of Excellence. FOCR Chair Ellen Sigal 

predicted that Gottlieb will continue to “direct 

the agency to be patient-centric and science-

driven” and urged speedy confirmation by 

Congress.

Pricing & transparency

In the area of drug pricing, Gottlieb has not 

been a vocal supporter of popular Trump 

proposals to allow more drug importing and 

Medicare negotiation of drug prices. He is 

more enthusiastic about changing how Medi-

care Part B reimburses for medicines admin-

istered in doctors’ offices and changes in 

Medicaid policy to encourage pharma com-

panies to develop value-based reimburse-

ment models. 

Gottlieb also is a fan of increased transpar-

ency in drug pricing practices, as well as FDA 

review decisions. He has expressed support 

for FDA releasing complete response letters, 

something that agency officials have pro-

posed in the past, but have failed to move 

forward.

At a conference on biomedical R&D last 

October sponsored by NDA Partners, Got-

tlieb explained how the shift toward specialty 

drugs and to insurance policies with very high 

deductibles and closed formularies fueled the 

drug pricing debate by exposing consumers 

to much greater drug costs. At a time when 

Washington analysts anticipated a push for 

single-payer health care under a Clinton ad-

ministration, Gottlieb urged a shift to more 

value-based or outcomes-based pricing. This 

would require changes to Medicaid best price 

rules and anti-kickback provisions, as well as 

in FDA regulation of commercial speech.

Gottlieb also told Applied Clinical Trials 

at the meeting that more efficient drug de-

velopment, as proposed in the 21st Century 

Cures legislation, could help lower drug costs, 

as could fast, bipartisan action on PDUFA 

reauthorization. He also put on his venture-

capitalist hat and commented on how the 

cost of capital and its relation to expected 

return-on-investment could be affected by 

efforts to lower the cost of drug development. 

Drugmakers make a big mistake in trying to 

justify high prices on the need to support 

R&D, he observed, urging more discussion 

about how R&D risks raise the cost of capital 

and resulting margins.

If confirmed, Gottlieb will have to drop all 

industry affiliations and financial interests. 

Once confirmed, the hard work will begin. 

Top priorities for commissioner Gottlieb are to 

implement the many provisions of the “Cures” 

Act and to move new user fee reauthorization 

bills through Congress, which will be bur-

dened by new proposals to streamline FDA 

regulations and programs, and to “do some-

thing” about drug costs. He also will have to 

deal with multiple non-drug issues: FDA regu-

lation of clinical laboratory tests, oversight 

of cellular and genetic therapies, food from 

gene-edited animals, and blood supply safety, 

to name a few.

— Jill Wechsler

Scott Gottlieb, 44, has served in previ-

ous senior positions at FDA.  

He supports priority review vouchers and greater 

use of surrogate endpoints and other strategies 

to avoid longer, more expensive clinical trials.
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SUBJECT ENROLLMENT

FDA PROMOTES DIVERSITY 
IN CLINICAL TRIALS
Sponsors are enrolling more women, elderly 

and ethnically diverse individuals in clinical 

studies, in response to pressure from FDA 

and Congress to examine more thoroughly 

whether important new drugs have dif-

ferent effects on different patient popu-

lations. After two years of tracking and 

disclosing data on patient subgroup en-

rollment through the Drug Trials Snap-

shots program, the agency finds a slight 

increase in diverse participation in stud-

ies for novel drugs and biologics.

The Drug Trials Snapshots summary re-

port for 2015 and 2016, posted this week 

(see http://bit.ly/2m69NrP) indicates that 

last year, women accounted for 48% of 

participants in studies for 22 important 

new drugs, up from 40% in studies sup-

porting 45 new drugs in 2015. However, 

participation rose or declined only very 

slightly for different ethnic minorities. 

The amount of change, though, is more 

notable for certain groups enrolling in 

studies for mental health, oncology and 

cardiovascular disease therapies, which 

are broken out separately.

The report, which was required by the 

FDA Safety and Innovation Act of 2012, 

is part of efforts to be more transparent 

on who participates in pivotal clinical tri-

als supporting the approval of important 

new therapies. The Center for Drug Eval-

uation and Research (CDER) has posted 

“Snapshots” for each new molecular en-

tity and original biologic product during 

the past two years.

A main aim is to assess whether there 

are any observed differences in safety 

and efficacy by demographic subgroups 

at time of approval that may inform pre-

scribing and dosing, explain CDER direc-

tor Janet Woodcock and John Whyte, 

CDER director of professional affairs and 

stakeholder engagement, in a forward 

to the report. Sharing more information 

and facts about clinical trial participation, 

Whyte explained in an online posting, can 

help stimulate “a thorough and robust 

discussion about clinical trial demograph-

ics” (see http://bit.ly/2okDHJU).  

For example, ACE inhibitors commonly 

used to treat high blood pressure have 

been shown to be less effective in African 

Americans than in white patients, Whyte notes. 

Sponsors recognize that new therapies for hy-

pertension will help reduce disparities in health-

care for African Americans because of the high 

prevalence of heart disease in this population, 

according to a release from the Pharmaceuti-

cal Research and Manufacturers of America 

(PhRMA). PhRMA also points out that new dia-

betes treatments will help address such issues, 

as African Americans are 70% more likely to 

have diabetes than non-Hispanic Caucasians. 

— Jill Wechsler

To help your institution comply with the new NIH Single IRB 

Review Mandate, our WIRB NIH Single Review Solution™ provides 

the gold standard of research review that has made WIRB the 

trusted leader serving institutions for almost 50 years.

Our portfolio of services ease the administrative burdens on your 

study staff and provide a seamless path to compliance .

To learn more, please visit WIRB’s NIH Knowledge Center at 

wirbsinglereview.com.

The gold standard IRB to Institutions since 

1968 - here for your NIH-funded research

http://bit.ly/2m69NrP
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http://wirbsinglereview.com/
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DRUG REVIEW 

RARE DISEASE

SQUEEZING DRUG 
AUTHORIZATION AT BOTH ENDS
Wherever the European Medicines Agency 

(EMA) winds up after Brexit, the reality for 

anyone working on drug development is 

that the strains and constraints of their job 

are not going to get any easier.

The late-March meeting of the EMA’s se-

nior scientific committee offered plenty of 

evidence. Alongside the customary rigor-

ous evaluation of routine marketing autho-

rization applications, it revealed how tight 

conditions are becoming for early develop-

ment—and how hard it is to join fast-track 

schemes. At the same time, it showed how 

tough the authorities are becoming on dem-

onstrations of scientific validity throughout 

the entire application process.

 The tight conditions appear particularly 

clear in the figures released on how many 

further applicants have been successful 

in joining the fast-track PRIME scheme last 

month. None, to be precise. 

PRIME is important. Set up just a year ago, 

it provides early and enhanced support to 

medicines that are judged to have the po-

tential to address unmet needs. The eligibil-

ity criteria are the offer of a major therapeu-

tic advantage over existing treatments, or of 

benefit to patients currently without treat-

ment options, and the judgment is made on 

the basis of early clinical data. 

Once a candidate medicine has been se-

lected, EMA appoints an expert from its 

pool to support development and help to 

build knowledge about the medicine ahead 

of a marketing authorization application—

particularly through improved clinical trial 

designs. Sponsors receive advice on how to 

optimize development plans, collect robust 

data and submit high quality marketing au-

thorization applications. Guidance from EMA 

is provided on planning and regulatory strat-

egy, and scientific advice is offered at devel-

opment milestones. The additional payoff 

is that medicines in the PRIME scheme are 

also potentially eligible for accelerated as-

sessment for marketing authorization.

So far, EMA has considered 82 applica-

tions, and the scheme is becoming a valuable 

tool for sponsors who manage to get their 

products into it. But not everyone can.  EMA 

has granted PRIME status to just 19. And late 

last month, it reviewed another four applica-

tions, and turned them all down. They were 

able to provide non-clinical data and some 

exploratory clinical data—but not enough.

Recognizing the disenchantment this 

generates, EMA has also decided to hold a 

review meeting in London on May 19, bring-

ing together drug firms, patients, health-

care professionals, academics, industry 

representatives and health technology as-

sessment bodies. It will be looking for feed-

back from users and potential users of the 

scheme. And it will crucially provide infor-

mation on how the rules on eligibility have 

been applied.

The squeeze at the other end of the au-

thorization process affects rather more than 

four products. More like 300. The EMA has 

recommended suspending a raft of medi-

cines because of concerns over misrep-

resentation of bioequivalence study data, 

and deficiencies in documentation and data 

handling. The products, marketed by com-

panies that include Mylan, Sandoz, Sanofi, 

and Orion, have mostly been authorized 

through national procedures in the EU mem-

ber states. But bioequivalence studies were 

conducted by a contract research organi-

zation (CRO) in India—Micro Therapeutic 

Research Labs—and investigations have 

found that studies are unreliable because 

of problems in the way data and documents 

were managed at two of the CRO’s sites. 

“Data from studies conducted at the sites 

between June 2012 and June 2016 are un-

reliable and cannot be accepted as a basis 

for marketing authorization in the EU,” the 

EMA said.

Although “there is no evidence of harm 

or lack of effectiveness of medicines autho-

rized,” the EMA says they should be taken 

off the market until alternative data estab-

lishing bioequivalence are provided. As a 

gesture toward pragmatism, the EMA con-

ceded that “national authorities can tempo-

rarily postpone the suspension in the inter-

est of patients” if some of the medicines 

recommended for suspension are “of critical 

importance,” because no alternatives are 

available.

— Peter O’Donnell

EUROPEAN REFERENCE 
NETWORKS RECOGNIZED
The European Union (EU) last month 

awarded a prize to the newly-established 

European Reference Networks (ERNs). 

These virtual networks were designed to 

connect patients with rare diseases to ex-

perts across the continent.

The title of the prize was for “good admin-

istration.” The prize was the top accolade 

in a new EU-wide competition run by the 

European Ombudsman, an office currently 

held by Emily O’Reilly,an Irish woman with 

an attachment to getting results and a flair 

for publicity. 

The project is “a clear example of the 

benefits of the EU when it comes to tackling 

problems that may affect only a small num-

ber of people in individual member states 

but who benefit collectively from EU col-

laboration,” she said in announcing the re-

sult. “The strength and weight of the EU is 

needed to foster cross-border research, alli-

ances and scientific cooperation.”

The ERN initiative was described by EU 

Commissioner for Health Vytenis Andriu-

kaitis during its launch ceremony in early 

March as “a new European adventure” 

conducted by a band of highly specialized 

healthcare pioneers. 

The 24 approved ERNs cover 24 clinical 

areas and bring together more than 313 hos-

pitals and almost 1,000 healthcare units of 

expertise across 25 EU countries and Nor-

way. They involve thousands of players and 

encompass health professionals, patients, 

healthcare providers, and researchers.

— Peter O’Donnell
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CLINICAL TECHNOLOGY

REDUCING THE DATA BURDEN 
FOR CLINICAL INVESTIGATORS
Clinical trials have changed significantly 

in the past decade with increasingly large 

and complex global studies. Multi-center, 

multinational trials are common, with com-

plicated treatment protocols, large staffs, 

and huge data sets muddling the clinical 

trial processes. With years of development 

time and millions in R&D invested in a new 

treatment before it reaches the trial stage, 

there is incredible pressure on investigators 

to deliver quality data. In addition, the FDA 

demand for robust trial data to ensure pa-

tient safety highlights the need for accurate 

clinical trial data.

Yet, investigators and their staff face a 

heavy burden. Electronic medical records 

(EMR) system data is not entirely usable 

from a research perspective, so trial investi-

gators must also enter the information into 

an electronic data capture (EDC) system. 

In fact, according to a recent CenterWatch 

report conducted in partnership with the 

Association of Clinical Research Profes-

sionals, sites typically use an average of 12 

different systems to collect data for clinical 

trials. Study coordinators and investigators 

noted that incompatible systems resulted 

in increased workloads for sites, greater 

operational inefficiencies, and lower pro-

ductivity. A key example cited is the lack of 

integration between EHRs, EMRs, and other 

eSource systems—used by clinicians to re-

cord patient data—and EDC systems—ad-

ministered by sponsors and CROs. This has 

perpetuated a cumbersome, double data-

entry, see-saw between systems, creating 

significant delays.

This constant back and forth between 

systems to record information accurately 

and in the right place over the life of a trial 

leads to significant inefficiencies and risk of 

human error.

Research published in Current Oncology 

Reports states, “Submission of data into 

clinical trial EDC systems currently requires 

redundant entry of data that already exist in 

the EMR. Integration between the EMR and 

EDC would enable more accurate and effi-

cient collection of clinical trial data, particu-

larly in multi-site trials. Being able to auto-

matically transfer data from the EMR to the 

EDC would save many hours of arduous ef-

fort, especially for multi-site, data-intensive 

oncology trials.” (See http://bit.ly/2ns709e).

EDC systems cause complexity

Traditional EDC systems add to this com-

plexity—as well as cost—by requiring site 

staff to spend an unnecessary amount of 

time managing clinical data. System set-up, 

ongoing maintenance, inflexibility, and a 

lack of integration interfere and slow down 

investigators’ ability to get clean data and 

quickly make informed decisions during 

trials. According to a report by the Tufts 

Center for the Study of Drug Development 

(CSDD), since 2000, the volume of data in 

a Phase III trial has risen by more than 50% 

and more companies are conducting trials 

(for the same drug) concurrently in multiple 

countries, making it harder for investigators 

to accurately capture patient data.

Many physicians running trials work with 

an EMR system and, therefore, must enter 

data electronically. However, data logged 

into an EMR is not structured properly for 

use in research, and it’s often not inclu-

sive of certain key variables needed for re-

search. For instance, a physician may need 

a patient in a trial to have his or her blood 

pressure taken three times in 10-minute, 

intermittent intervals (and then record the 

average of the three), per the trial protocol. 

However, an EMR system can only capture 

blood pressure once. To compensate, phy-

sicians often resort to rudimentary mea-

sures such as writing these blood pressure 

readings on sticky notes and entering them 

into the EDC system later.

Despite the risk of error, this is a com-

mon scenario. Data required for clinical tri-

als but not required in clinical care need dif-

ferent supporting technology. The reverse 

holds true in clinical care—there is data 

that primary care doctors need, such as 

insurance information and diagnosis codes, 

that is unnecessary in clinical trials. In order 

to ensure complete and accurate data cap-

ture, a bridge between systems is crucial.

A technology bridge to speed trials

Technology can help eliminate these bot-

tlenecks and prevent busy investigators 

from seesawing back and forth between 

systems. But, which technology: the EMR 

or EDC?

Many advocate extending the capabili-

ties of either the EMR or EDC. There’s a 

better option: a bridge. Rather than trying 

to tack-on capabilities to one system or the 

other, clinical trial sponsors can bridge both 

solutions using common data standards. 

Such a connected solution that crosses 

systems yields the crucial level of reliable, 

high-quality data needed to make faster, 

informed decisions throughout the life of 

the study. It also reduces the complexity of 

trials by eliminating cumbersome, manual, 

paper-based processes. 

No longer needing to transcribe patient 

data into multiple systems also cuts costly, 

time-consuming source data verification by 

clinical monitors. All told, the benefits of a 

technology bridge reduce the heavy burden 

on investigators.

One seamless, electronic clinical re-

search model can meet investigators’ 

needs for both clinical trials and clinical 

care. Imagine a software bridge that is also 

intelligent enough to know what data points 

are needed for trials versus diagnoses. Data 

is captured once and automatically flows 

into the right system, totally removing hu-

man error from the process. This has the 

power to speed clinical trials in many ways, 

such as by pre-identifying sites with ap-

propriate patients and facilitating patient 

randomization.

Time to embrace?

 External pressure on the industry is driving 

the creation of common data standards 

meant to make healthcare and pharmaceu-

tical systems work together and a technol-

ogy bridge possible. The potential benefits 

could be far-reaching. Human data entry 

errors would be reduced. No more captur-

ing information on post-it notes. Moreover, 

data would ultimately be in all the right 

places, without added burden on clinical 

researchers and caregivers.

— Henry Levy, Chief Strategy   

Officer, Veeva Systems
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http://bit.ly/2ns709e


NEWS

18    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com April/May 2017

CLINICAL TECHNOLOGY

CLINICAL TRIAL MONITORING

FDA REFINES INSPECTION 
PROCESS FOR CLINICAL SITES
An increase in the number of clinical re-

search sites per clinical trial, along with 

a steady rise in foreign research activity, is 

prompting FDA bioresearch monitoring (BIMO) 

staffs to update and refine systems for tar-

geting inspections to key study sites. Tight 

resources limit agency inspections to only 

one percent of investigators listed in new drug 

applications, making it critical for the agency 

to identify those sites with the greatest risk 

to subject protection or that raise concerns 

about data integrity.

Last year, the Center for Drug Evaluation 

and Research (CDER) conducted more than 

1,000 inspections related to research opera-

tions, including bioequivalence studies, insti-

tutional review boards (IRBs), and test labora-

tories. That total includes inspections of more 

than 400 clinical investigators; another 200 

sites were visited involved in biologics and 

medical devices, according to FDA officials 

participating in the DIA forum on regulatory 

submissions, information and document man-

agement in February. Two-thirds of these in-

vestigator inspections involve U.S. sites, while 

one-third are overseas. For drugs, this pro-

gram is managed by the Office of Scientific 

Investigations (OSI) in CDER’s Office of Compli-

ance. The Office of Compliance and Biolog-

ics Quality (OCBQ) in the Center for Biologics 

Evaluation and Research (CBER) oversees clini-

cal site inspections related to vaccines, blood 

products and cellular and gene therapies. The 

main aim of site inspections is to ensure ad-

equate protection of trial participants and that 

data submitted in applications is reliable.

Consumer safety officer Bhanu Kannon 

in CBER’s OCBQ outlined the importance of 

complete and accurate study data collec-

tion from clinical trials and sound sponsor 

monitoring programs to avoid inspections that 

uncover data quality and integrity issues. She 

advised sponsors to carefully organize study 

records and to retain these records for up to 

five years, as FDA may need to visit a site long 

after a trial concludes.

Jean Mulinde, senior policy advisor in OSI’s 

division of clinical compliance evaluation, ex-

plained how CDER is trying to deal with site in-

spection challenges through further develop-

ment of its Clinical Investigator Site Selection 

Tool (CISST). This program aims to rank sites 

according to risk characteristics, including 

data irregularities, outliers, inspection history, 

investigator experience, regional and country-

specific information, and comparison of vari-

ables across treatment arms.

This analysis is based on sponsor submis-

sion of a full “Clinsite” dataset, including com-

plete information on sponsor(s), clinical trial 

design, investigators, and the specific site. The 

latter includes site enrollment, adverse events, 

protocol violations, financial disclosures, and 

efficacy data.

The aim is to identify sites for inspection 

earlier during the application review process, 

especially any sites with a history of non-

compliance with good clinical practices.

— Jill Wechsler

SURVEY EXAMINES THE 
STATE OF eCONSENT
Electronic informed consent (eConsent) is 

quickly making a name for itself as the next 

big potential technological innovation in clin-

ical trials. Regulators, academic research 

centers and industry groups have advo-

cated its benefits and many of the major 

pharma companies are engaged in or are 

currently planning an eConsent initiative. 

To dig a little deeper into the industry’s at-

titudes toward eConsent, CRF Health con-

ducted a survey to benchmark its current 

use, better understand adoption hurdles 

and challenges, and anticipate market 

growth.

The survey, which captured the opinions 

of 146 respondents from 100 pharma, bio-

tech, contract research organization (CRO) 

and institutional review board (IRB) organiza-

tions, revealed that the key factors driving 

eConsent adoption today are the opportuni-

ties brought by enhancing understanding 

and improving overall participant satisfac-

tion. The momentum of adoption looks set 

to continue, with 55% of respondents saying 

that their organizations will adopt eConsent 

over the next 12 months, rising to 82% by 

2020.

From a design and functionality per-

spective, 85% of respondents reported that 

interactivity was the most highly valued 

eConsent engagement functionality. This is 

in line with what the U.S. Office for Human 

Research Protections (OHRP) and FDA agen-

cies stated in the December 2016 guidance 

document on the use of electronic consent 

in clinical trials. It was noted that “electronic 

processes to obtain informed consent may 

use an interactive interface, which may fa-

cilitate the subject’s ability to retain and 

comprehend the information.”

As is expected from new technology, 

perceived high costs and uncertain ROI are 

still proving to be a barrier and preventing 

some organizations becoming early adopt-

ers, while many also want to see more evi-

dence and education to prove the true value 

of eConsent before making the switch. With 

all of the top 10 pharma companies already 

having an eConsent strategy in place and in-

dustry groups like the Clinical Trials Transfor-

mation Initiative (CTTI) and Transcelerate Bio-

pharma noting benefits for adoption, there 

will be increasingly more data coming out of 

live trials employing eConsent, and, as a re-

sult, more information to support the claims.

Perhaps giving a more revealing glimpse 

into the industry’s current mindset, the abil-

ity to deploy an eConsent solution without 

vendor involvement was cited as a key prior-

ity for most stakeholders.

— Sandra (Sam) Sather, VP, Clini-

cal Pathways, Regulatory & Qual-

ity, TrialConsent – CRF Health
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NEWS NOTES

BRACKET ACQUIRED BY 
PRIVATE EQUITY FIRM
Genstar Capital, a middle-market private 

equity firm focused on investments in tar-

geted segments of the healthcare, financial 

services, software, and industrial technol-

ogy industries, announced the acquisition 

last month of Bracket, a scientifically-driven 

clinical trial technology and specialty ser-

vices provider. Genstar bought the company 

from Parthenon Capital Partners, which ac-

quired Bracket in 2013 after it was divested 

from pharmacy benefits manager Express 

Scripts.   

Bracket offers an integrated suite of com-

plementary solutions that help pharma and 

biotech companies, as well as contract re-

search organizations (CROs), maximize clini-

cal data integrity and to improve outcomes 

with clinical trials. Bracket has more than 

700 employees and a service presence in 

more than 90 countries. Its base of global 

customers includes 15 of the top 20 bio-

pharma companies. Genstar’s current and 

previous investments in healthcare services 

include ERT, ConnectiveRx, Netsmart, and 

PRA International.

PPD unveils Industry-first 

apprenticeship for CRAs

CRO Pharmaceutical Product Development, 

LLC (PPD) has launched a clinical research 

associates (CRAs) apprenticeship program 

targeted to military veterans and military 

service members with medical backgrounds 

who are transitioning to the civilian work-

force. PPD’s initiative, the first CRA appren-

ticeship program registered with the U.S. 

Department of Labor, was set to begin in 

North Carolina, Texas and California in the 

first quarter of this year. 

PPD’s 12-month program, which pro-

vides training through the company’s CRA 

academy and on-the-job learning, provides 

exposure to three clinical roles, allowing ap-

prentices to build on what they’ve learned 

and gradually integrate into the contract 

research industry.

Tufts CSDD releases results 

of new Impact report

The 505(b)(2) approval pathway for new drug 

applications in the U.S., aimed at avoiding 

unnecessary duplication of studies per-

formed on a previously approved drug, has 

not led to shorter approval times, according 

to a recently completed analysis conducted 

by the Tufts Center for the Study of Drug De-

velopment The report found that while the 

505(b)(2) regulatory pathway was success-

ful in bringing new therapies to the market 

from 2009 through 2015, drug products ap-

proved under this pathway had a longer av-

erage approval time compared to new mo-

lecular entities (NMEs) approved during the 

same period. Key specific findings included:

O 505(b)(2) applications accounted for 

63% of 451 original new drug applications 

approved by the FDA during 2009-15.

O� �Mean approval time for 505(b)(2) ap-

plications was nearly five months longer 

compared to approval time for NMEs. 

O 505(b)(2) applications received substan-

tially fewer expedited review designations 

than NMEs during the same period.

European and U.S. regulators agree 

on mutual recognition of inspections

Regulators in the European Union (EU) and 

the U.S. have agreed to recognize inspec-

tions of manufacturing sites for human 

medicines conducted in their respective ter-

ritories on both sides of the Atlantic. Under 

the deal, regulators will rely on each other’s 

inspections of production sites of medicinal 

products to ensure compliance with good 

manufacturing practice (GMP). In the future, 

the need for an EU authority to inspect a site 

located in the U.S., or vice versa, will report-

edly be limited to exceptional circumstances.

The agreement, according to the Euro-

pean Medicines Agency (EMA), will enable 

EU authorities and FDA to make better use of 

their inspection resources to help them fo-

cus on other parts of the world where active 

pharmaceutical ingredients and medicines 

for the EU or U.S. markets are manufactured.

Urology reference site launches 

Clinical trials portal

Digital Science Press Inc., a global provider 

of digital aggregation and delivery of uro-

logic disease and treatment content through 

UroToday.com, has launched a clinical trials 

portal on their website. The new portal is 

a streamlined access point for healthcare 

providers and patients for free, up-to-the-

moment genitourinary (GU) malignancies-

focused clinical trials. The portal includes a 

daily, updated database of trials restricted by 

disease: prostate, bladder, kidney, testicular, 

and penile cancers—and provides the ability 

to share trials with colleagues and patients.

Company implements biometric 

fingerprint technology

Celerion, a provider of early clinical research 

solutions, has implemented Verified Clinical 

Trials’ (VCT) biometric fingerprint technol-

ogy to prevent dual enrollment in clinical 

studies. Celerion was the first early-stage 

CRO to partner with VCT, a leader in the field 

of database registries, to improve partici-

pant safety and clinical trial data. Over the 

last five years, Celerion performed nearly 

50,000 verifications using the VCT global 

clinical database registry to identify par-

ticipants that are currently enrolled in other 

clinical studies.

CenterWatch survey spotlights top 

sponsors rated by investigative sites 

More than 1,300 global investigative sites 

across 15 countries rate the best biophar-

maceutical companies with which to work 

in a new survey conducted by CenterWatch. 

Sites rated sponsor companies on more 

than three dozen individual relationship at-

tributes. The 10 highest-ranking companies 

were Novo Nordisk, Servier, Otsuka, Teva, 

Boehringer Ingelheim, Allergan, GlaxoSmith-

Kline, AstraZeneca, Janssen, and Eli Lilly. The 

survey was conducted online from October 

2016 to January 2017

Brain tumor-specific trial 

finder initiated

The National Brain Tumor Society (NBTS), 

the largest nonprofit dedicated to the brain 

tumor community in the U.S., has launched 

the first NBTS Clinical Trial Finder, designed 

specifically to connect brain tumor patients 

with open trials that might be suitable and 

advantageous treatment options to con-

sider. The trial finder is hosted on the NBTS 

website (braintumor.org) and also available 

directly via the URL trials.braintumor.org.

— Staff and wire reports

http://appliedclinicaltrialsonline.com/
http://UroToday.com/
http://braintumor.org/
http://trials.braintumor.org/
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L
ast month, Applied Clinical Trials brought together 

experts in contract research organization (CRO) 

and sponsor partnerships to provide their insights 

into this ever-evolving topic. First, we gathered choices 

as to what comprises the top outsourcing strategies 

and practices that need to change to drive higher col-

laborative value. This was chosen as our starting point 

based on a column by Kenneth Getz that appeared 

in the July/August 2016 issue of Applied Clinical Trials 

(http://bit.ly/2n5QImH). The article outlined the chal-

lenges that remain in outsourcing models that nega-

tively impact drug development operating performance. 

With our survey partner, SCORR Marketing, we gained 

further insights into outsourcing partner attributes, ben-

efits, and general attitudes toward outsourcing models 

from our audience. The full survey report is available 

here: http://bit.ly/2mFuKdc.

Our expert panel members included Getz, Director, 

Sponsored Research Programs, Tufts CSDD, and Chair-

man, CISCRP, along with Murray Abramson, Vice President, 

Global Clinical Operations, Biogen; Phil Birch, Vice Presi-

dent, Innovation Strategy, Alliance Partnerships, ICON; 

Mitchell Katz, Head, Clinical Research & Drug Safety Op-

erations, Purdue Pharma; and Andrew Schafer, President, 

Industry Standard Research. 

At first glance, the list of challenges in outsourcing 

partnerships appeared long, as anyone involved with 

clinical trials outsourcing could imagine. Dissatisfactions 

from the CRO side included insufficient communica-

tion, poorly aligned processes, micromanagement, not 

involving CROs early in the process, and more. On the 

sponsor side, their dissatisfaction list included missed 

timelines, quality issues, and cost and out-of-scope 

amendments. And on both sides, staffing changes was 

identified as a major challenge. But as the discussion 

progressed, Abramson made clear the point that many 

issues are a symptom…and the diagnosis is inconsis-

tency in the partnership implementation.

“Micromanagement is a symptom, the changing of 

staff is a symptom, the lack of trust and insufficient 

communication is both a means and a symptom. It is 

the inconsistency of the way things are implemented,” 

said Abramson. 

Keys to success

According to Abramson, consistency at both the internal 

and external levels is important because it fosters predict-

ability. And that provides an organizational environment 

that allows for innovation and improvement to occur. “It 

doesn’t matter what sized organization you have—small, 

large, or mid-size, I think consistency is really important,” 

said Abramson. “And it doesn’t matter the approaches of 

outsourcing that a sponsor takes, it’s the internal of what 

the sponsor does and what the vendor does.”

To help build that consistency into the relationship, 

and in the organization across studies, Katz has devel-

oped a “CRO Playbook.” The playbook is one consistent 

way to manage a study and is structured by function, 

describes Purdue Pharma’s expectation from its CRO in 

those functions, and defines the roles and responsibili-

ties of the sponsor and CRO. The playbook is continually 

Outsourcing: 
Playing to Win

How CROs, sponsors can step 
up their relationship game

Lisa Henderson
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refined or updated, used across CROs, and both the CRO and spon-

sor teams get the playbook. 

“It has worked well for us,” said Katz. “Part of the problem I saw 

on the sponsor side is that we weren’t making our expectations 

clear, and if we did make them clear, it was only at the beginning of 

the program as opposed to throughout the program. [The playbook] 

is making it much easier, for different people coming in from differ-

ent organizations to create and maintain consistency.”

Birch noted that investment in the partnerships is key. “Over the 

last two or three months, we’ve looked at the number of partner-

ships that we have set up at ICON and looked at the time we’ve 

spent upfront working closely with the sponsor to on-board the 

relationship,” he said. “There is a good correlation on the time spent 

doing that and the willingness of the sponsor to participate in that 

openly at all levels, with the success of the partnership.” 

Discussions range from understanding the cultures, accountabil-

ity, and making sure there’s not duplicated roles. Birch said, “If you 

get it right, the relationship goes more smoothly, and the trials do as 

well, because there is no confusion on who’s doing what. We have 

clarity on what the expectations are.”

Abramson, too, has a manual or playbook that creates a clear, 

transparent set of expectations. It ’s continuously updated and 

serves as a shared source for sponsor and vendor. These playbooks 

also can serve as training tools, which Birch notes that everyone 

has to be re-trained on when a major revision occurs. This training 

should also be tracked on both sides for compliance. 

As we see, consistency built internally and externally, with the 

playbook and the investment into communications, expectation-

level-setting, etc., are the hallmarks of how successful strategic 

partnerships work. 

“Real benefits from a partnership come after years two, three, or 

four—after you’ve started the relationship,” said Birch. “You have to 

have the knowledge that you are in it for the long game.” 

State of outsourcing

The projected numbers for clinical research outsourcing spend from 

a recent presentation at J.P. Morgan are $30 billion (48% of total out-

sourced spend) for 2017 and $40 billion (55% of total) for 2020. A Re-

search and Markets report from June 2015 said the average clinical 

trial outsourcing penetration in 2020 would likely reach around 72%, 

meaning three-fourths of clinical trials will be performed by CROs. 

Schafer noted that based on his company’s research, as an 

industry we are nowhere near that 70% outsourcing penetration. 

However, he pointed out that it could be that high on a company-by-

company basis. In ISR’s annual CRO Market Size report, it estimates 

that the CRO industry will grow at a 7% annual rate through 2021.

Outsourcing is a broad term encompassing transactional ser-

vices, niche services, full-service arrangements and then various 

models under that, including fee-for-service, functional service 

providers, preferred providers, and strategic partnerships. Schafer 

noted that in the past six to nine months, when speaking with spon-

sors, they say they don’t have “preferred provider” relationships, 

The response breakdown from CROs and sponsors 

asked in the survey to cite “which factor can 

most negatively impact partnership?”

“Lack of trust and insufficient 

communication is both a 

means and a symptom. It is 

the inconsistency of the way 

things are implemented.”

Cost Changes  . . . . . . . . . . . . . . . . . . . . . . . .  46%

Staffi ng changes  . . . . . . . . . . . . . . . . . . . . . 28%

Protocol changes  . . . . . . . . . . . . . . . . . . . . . .8%

Technological changes  . . . . . . . . . . . . . . . . . .8%

Other* . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 10%

* Included changes in leadership/top management; lack of expertise; 
quality issues; and failure to meet timelines/deliverables 

Source: Applied Clinical Trials/SCORR Marketing Survey, February 2017

FACTORS STIFLING 

PARTNERSHIP POTENTIAL
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they have strategic partnerships. “What we are hearing is there a 

shift to the upscale model continuum,” said Schafer. 

In the ACT/SCORR survey, we asked companies how many were 

involved in a strategic (defined as pre-planned, longer-term) part-

nership. Almost half—49.1%—said yes. Of those who responded 

yes, we asked with how many partners and those answered range 

from one to five, with most being in the one-to-two range. With this 

question, we did not distinguish on company size, which is a factor 

in CRO-sponsor relationships. 

The ACT/SCORR sur vey respondents fe l t  that s t rateg ic 

par tnerships have the most positive ef fect on large pharma, 

followed by large CROs. However, respondents also believed that 

the largest negative effect was on small-to-mid-size biopharma. 

This effect was also discussed with the Applied Clinical Trials’ 

Editorial Advisory Board recently. With biopharma needing expertise 

to take their compounds further into clinical development before 

larger pharma comes in to develop further or license, they have 

found CROs prohibit ively expensive. But some small-to-mid 

biopharma have found that by utilizing academic hospital networks, 

as well as targeted site networks, both possessing clinical trial 

expertise, has proven more viable. 

The reasons behind the negative aspects of strategic relation-

ships that our survey found could also be pipeline related. As Katz 

noted during the panel discussion, for smaller-to-medium size orga-

nizations that do not have a large pipeline, it becomes more difficult 

to engage and initiate these long-term relationships because “these 

partnerships are only as good  as the strength of your pipeline.” 

Additionally, and not a topic for our survey, the outsourc-

ing of functions outside of a country—quite a trend four to six 

years ago—hasn’t worked out as well as originally thought, as the 

panel discussed. 

“We see those par tnerships in developing countries have 

certainly decreased, whether they have been brought it in-house 

or companies are on-shoring the resources,” said Schafer. “But, 

absolutely, those agreements and partnerships have not panned out 

as anticipated.”

Birch identified two reasons for this reversal: quality and price. 

“The quality hasn’t always been there. And, over time, the price 

advantage decreases as well,” he said. “So the initial benefit dimin-

ishes over time.”

Getz noted: “I agree that we’re not seeing the level of off-shoring 

that we used to for a variety of reasons. Studies conducted by Tufts 

CSDD affirm Phil’s points and show that the price disparity for con-

tract personnel and services in developed and developing countries 

has diminished over time, especially when you include the cost of 

oversight and logistical challenges. We’re also seeing a growing 

number of niche and larger CROs in developed countries—most 

notably North America and Western and Northern Europe—offering 

highly competitive positioning and winning share of these contracts.”

Abramson reiterated that, ultimately, if a company doesn’t have 

consistency in an internal sourcing model, or an external outsourc-

ing model, it will still have a problem. 

Models: You have to pick one

The panel members, based on their long history and success with 

strategic partnerships, were big fans of picking one model and stick-

ing with it. Even if an organization prefers the functional service 

provider model, it is more successful, the experts say, to have one 

model with which to develop with a provider.

Abramson said he recently attended an event where a large com-

pany disclosed its new outsourcing model. While Abramson didn’t 

think it was new, he also thought the model was destined for failure. 

“They were going to use this model in only one therapeutic area, and 

then in only 60% of those therapeutic area trials would be using 

that model,” he said. “Then each of the other therapeutic areas in 

that company has its own outsourcing model. Mathematically, you 

are going into permutations by the thousands. You could see them 

jettison this model within a couple years.” Abramson advised, “You 

have to really narrow down the model or you have too much ambi-

guity in the system.”

Katz noted a situation where a hybrid model could work. “There 

are times where, based on the priority of the compound within a 

larger company’s pipeline, those priority projects are handled one 

way. And those that are not as important to the organization are 

fully outsourced,” he said. “This makes sure that all the projects 

keep moving. I like that hybrid model because it keeps things going.”

Abramson conceded that “one size does not fit all.” However, a 

different outsourcing model for each different therapeutic area, 

or two or three models for each different therapeutic area will 

not be successful, he contends. “You must have some kind of 

“Real benefits from a partnership 

come after years two, three, 

or four—after you’ve started 

the relationship. You have to 

have the knowledge that you 

are in it for the long game.”

“If two models coexist within 

the organization, each has to 

know how it is going to work 

in relation to the other and 

how they are connected to the 

larger picture in the company.”

http://appliedclinicaltrialsonline.com/
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criteria, whether it’s by phase, or by priority, or therapeutic area,” 

said Abramson. 

He noted that if two models coexist within the organization, 

each has to know how it is going to work in relation to the other 

and how they are connected to the larger picture in the company. 

This internal communication and knowledge is important to the 

consistency key. “Too often, too many people are doing their own 

thing,” said Abramson. “There may be pockets of consistency, but 

you won’t get the most value, whatever your definition of the value 

is, with inconsistency.” 

Right mix essential

Who knows exactly what the future holds for outsourcing? There is 

a lot on the plate right now for pharmaceutical companies, includ-

ing healthcare regulations, the approval process and pricing issues. 

This combination leads Katz to believe that organizations are going 

to outsource more. Birch added, “If you can create the right partner-

ship in that setting, then you’ll generate more value than just having 

tactical outsourcing relationships.” 

Just how successful and efficient a collaborative relationship can 

be depends on the right partner, a silver linings playbook, and the 

stamina to stick with it.

Develop a living document on the roles, 

responsibilities and expectations for 

both the CRO and sponsor. This docu-

ment is updated, and shared when 

updated. It is also useful for training.

Choose one outsourcing model 

and stick with it. Use the play-

book to provide the consistency 

in roles and responsibilities.  

Training is essential, especially when 

the playbook changes. Training should 

also be tracked for compliance. 

The knowledge that you are going 

to be in the partnership for the long 

haul and will be putting in the effort 

and investment to make it work. 

#1
PLAYBOOK

#2
CONSISTENCY

#3
TRAINING

#4
STAMINA

CRO-SPONSOR 

KEYS TO THE GAME
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TRIAL DESIGNTRIAL DESIGN

Regulatory Considerations for 
21st Century Paperless Trials

Jules Mitchel, PhD, Jonathan Helfgott

How to assure that software used in clinical trials will support regulatory 
scrutiny during pre-approval inspections and application review.

T
he FDA and other regulatory bodies have issued 

multiple guidance documents addressing tech-

nology tools that are used in clinical trials. FDA 

guidance documents include computerized systems;1 

software validation;2 eSource;3 mobile devices;4 electronic 

health records;5 eInformed Consent;6 and the use of 

social media.7 An FDA webinar on eSource8 is also avail-

able online. In 2010, the European Medicines Agency 

(EMA) issued a Reflection Paper on electronic source 

records in clinical trials,9 and recently, the Medicines and 

Healthcare Products Regulatory Agency (MHRA)10 issued 

a document on data integrity. In 2016, the Chinese FDA 

issued Technical Guidelines on Electronic Data Capture 

for Clinical Trials.11 Finally, way back in 2006, CDISC12 is-

sued a document addressing the use of CDISC standards 

to facilitate the application of electronic source data in 

clinical trials.

The regulatory push to the paperless clinical trial has 

occurred despite a pharmaceutical industry that has been 

risk-averse in adopting modern-day technology tools that 

could support clinical trials. This risk aversion is in part due 

to fear by sites and sponsors of receiving a FDA Form 483.13 

What if the FDA turns down an application if it discovers 

that, for example, a patient was born in 1982, when in the 

study database it is recorded as 1983, even when there is 

no impact on the study results? The clinical sites are also 

fearful of losing business as a result of any FDA Form 483 

finding, however minor.

The major stakeholders in the clinical trial enterprise 

include study subjects/patients, sponsors, clinical research-

ers, regulators and the public at large. Now that the elec-

tronic world has entered the clinical trials space, as part of 

routine pre-approval inspections there will be an assess-

ment of the impact of electronic systems on 1) informed 

consent; 2) data integrity and accountability; 3) protocol 

compliance; 4) monitoring of the study by the sponsor, in-

cluding risk-based monitoring; 5) patient safety by assuring 

that all safety events are accurately collected and reported; 

and 6) drug/device accountability.

The following are examples of regulated clinical trial soft-

ware currently being used:

t� Electronic data capture (EDC) systems

t� Electronic informed consent

t� Electronic trial master file (eTMF)

t� Electronic patient-reported outcomes (ePRO)

t� Electronic clinical outcome assessments (eCOA)

t� Dedicated tablets collecting and storing data in real-

time and transmitting data on a schedule to the study 

database

t� Web-based systems collecting data in real-time, which 

transmit the data to the study database only after the 

source record is securely received and stored in an 

independent eSource storage location under control of 

the study site

t� Mobile-based medical apps whose functionality could 

pose a risk to a patient’s safety if the app were to not 

function as intended

Software validation

It is strongly recommended that a risk-based approach to 

software validation be assessed for any medical software/

app, even those not being used in clinical trials, as there are 

moral and ethical issues if any software used for medical 

decision-making does not act as intended.

For software to be “reliable,” it needs to validated. 

Therefore, assuring that software is in a validated state is a 

http://appliedclinicaltrialsonline.com/
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key factor when regulators look at software products used in clinical tri-

als. Fortunately, in 2002, FDA provided validation guidelines for software 

supporting regulated products.2

The following sections address some of the needed steps to assure 

that software used in clinical trials will be adequate to support regulatory 

scrutiny during pre-approval inspections and the review of marketing 

applications.

Intended use

Here are some critical questions to be asked concerning the “intended 

use” of the software, and, depending on the answers, appropriate steps 

must be put in place.

t� Why am I using the software?

t� How is it being used?

t� Will the data be used to support decision-making such as:

      o Determination of subject eligibility?

      o Randomization assignment?

      o Dose change?

t� Will the data be used to support primary and secondary outcomes?

t� Will the data be used to support subject’s safety?

t� How will patient privacy and confidentiality be maintained?

Validation vs. compliance

A software product used in clinical trials must be validated and compli-

ant with the Code of Federal Regulations (CFR) incorporated in Title 21 

(Food and Drugs), Chapter I, Subchapter A, Part 11.14 21CFR Part 11, as 

it is commonly referred to, sets forth the criteria under which the FDA 

considers electronic records, electronic signatures, and handwritten 

signatures executed to electronic records to be trustworthy, reliable, 

and generally equivalent to paper records and handwritten signatures 

executed on paper.

There is a distinction between validation and compliance. Validation 

is objective evidence which demonstrates that a given piece of software 

performs as intended against the user needs and the documented 

specifications and requirements.2

While it is true that software requirements and resulting features 

within the software can support compliance with 21 CFR Part 11, it is 

also true that no software or hardware system can be 21 CFR Part 11 

compliant on its own. The software implementation, including processes 

and procedures for use of the system, are what constitute 21 CFR Part 

11 compliance.

And validation of the software goes beyond just the software require-

ments and resulting features necessary for Part 11 compliance. Valida-

tion is necessary for the entire software application and should be a 

defined part of the software life cycle (SLC).

Software life cycle

There should be very clear SLC management documentation that con-

tains the software development process from cradle to grave. In fact, 

many SLCs can go beyond the development process, to include ongoing 

support and even consideration for end-of-life for the software.

In terms of popular development methodology choices, there is the 

Agile development methodology versus the traditional Waterfall ap-

proach. For the former, when it is very clear what the deliverable will be, 

one makes a detailed plan and then implements the plan. In contrast, 

the Agile approach accepts that there will be changes during software 

development and has built in flexibility to change direction at a mo-

ment’s notice.

The first validation element is the software concept/requirements, or, 

in other words, what is the problem we are trying to solve and why do 

we need this software? Usually an executive or the person driving the 

software writes the concept document to convey the mission and ratio-

nale of this new endeavor. Next, the “requirements” phase must clearly 

document what the software intends to do. For example, the software 

should allow for study subjects to enter study outcome data over the 

web using any device and any browser.

Once the requirements are buttoned down, there needs to be clar-

ity on how the requirements will be executed. This comes under the 

heading of “functional specifications.” For example, if the requirement 

is that “changes to the database need to tracked,” then the functional 

specification could say that there needs to be an audit trail which must 

display the original value, the new value, why the change was made, 

who made the change, and what was the reason for the change.

The next phase is left to the programmers and architects who cre-

ate the very technical “design document.” This document basically is in 

“geek-speak” and we leave that document to the specialists. Once pro-

gramming begins, the programmers work closely with the “testers” to 

test and debug the program until at some point the development team 

deems the software ready for a formal user acceptance test (UAT). In 

an Agile methodology, the design document, test plan and test scripts 

are written concurrently with development, iterating as features are 

refined. In a Waterfall methodology, the test plan and test scripts are 

often written with the design document, all of which is completed be-

fore development even begins.

Once the “test plan and test scripts” are written and signed off, 

formal testing can usually begin right away. During this process, the 

testers document the “errors, bugs, and fixes,” and when completed, 

the software is “released” and signed off by those responsible and 

accountable. Post-release, “version control and change manage-

ment” kick in. A plan is also put in place for the retirement of the 

software when it will no longer be supported or commercially avail-

able.

The regulatory push to the 

paperless clinical trial has 

occurred despite a pharmaceutical 

industry that has been risk-

averse in adopting modern-

day technology tools that 

could support clinical trials. 
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Risk assessments

A quality by design (QbD) methodology, which includes a risk assess-

ment and risk mitigation strategies, is a critical exercise when building 

software. Using a Boeing 787 analogy, a plane has several electrical 

systems that control the engine and the coffee machine. We should not 

assign the 0same risk to the coffee machine not delivering hot coffee as 

we do to the engine failing on takeoff. Therefore, in a clinical trial, we 

propose the following for each risk:

t� Assign a value of the risk to the study participant if a software failure 

happens

t� Assign a value of the risk to the study itself if a software failure 

happens

t� Assign a severity score if a software failure happens

t� Assign a likelihood of detecting the software failure

t� Then create a score and a risk mitigation strategy for each risk

What to add to the protocol

A well-designed and well-written protocol can be viewed as one ap-

proach to an ideal quality manual. Therefore, in addition to standard pro-

tocol elements that we are all familiar with, the protocol should identify 

where and when electronic systems will be used, and then explicitly de-

scribe at a minimum, 1) all electronic systems being used; 2) the reason 

for their use; 3) how the systems will be used; 4) how the software will 

be controlled; 5) the basic elements of the risk assessment and risk miti-

gation strategies; and 6) data ownership and access controls.

The inspectors will not usually do an assessment of the protocol 

design, as that was already done by the clinical team at the regulatory 

agencies. What the inspectors will do is attempt to determine whether 1) 

the protocol was followed; 2) there are SOPs supporting the protocol; 3) 

the site and sponsor followed what was stated in the protocol and SOPs; 

4) the electronic case report form (eCRF) was intelligently designed to 

support protocol compliance; 5) there were system-generated manage-

ment reports of site communications and protocol deviations/violations; 

6) there was an integrated risk management plan and risk mitigation 

strategy; 7) there was a substantiated and complete root cause analysis 

of observed issues/events; and 8) there were follow-up corrective and 

preventative action plans (CAPAs) and that the follow-up actions were 

resolved as planned.

From the safety perspective, the inspectors will want assurances 

that there was accurate reporting of safety events by evaluating 1) how 

safety data were collected; 2) the process for determining the source of 

original safety data based on a data source agreement; 3) a sample of 

source data from disparate sources, including review of source records 

written on pieces of paper, if relevant; and 4) subject records maintained 

at the study site.

Are electronic source data reliable 

and fit for purpose?

We are asked many times by those committed to paper records—

sponsors or regulators—that if the system is fully electronic, how 

do we know that the data is real if there are no source records with 

which to compare the electronic record? Ironically, one can ask the 

same question about paper records; unless there are major controls 

of paper, notebooks, etc., nothing prevents a piece of paper from be-

ing destroyed and replaced by a new one. Bottom line, as some suspi-

cious data trends are impossible to spot through manual review of 

records, fraud and dishonesty can usually only be identified through 

adaptable, validated checks and the use of informatics and multidis-

ciplinary expertise. Clearly then, misconduct is not dependent of the 

collection medium of the original record (paper vs. electronic). Con-

sequently, in a double-blind, randomized trial, one effect of fraud, if it 

occurs, could affect the study results by demonstrating that a poten-

tially effective drug is ineffective from a statistical perspective (Type 2 

error). This is where study monitoring techniques and fraud detection 

programs become vital.

Therefore, when using off-the-shelf or proprietary software sys-

tems, the following are some of the quality questions that should be 

considered:

t� Can the software provide any assurances that the study subjects are 

real?

t� Are there validated systems to assure user authentication and con-

trol?

t� How was the software vendor assessed?

t� How was software validation assessed?

t� Did the sponsor perform installation qualification (IQ), operational 

qualification (OQ), and performance qualification (PQ)?

t� How was access to the original data controlled?

t� Were there date and time stamps for all transactions?

t� Were there audit trails that can’t be overwritten?

t� How was the data transferred to the study database?

t� Can patient privacy and confidentiality be maintained?

Pre-approval inspections of an eSource program

Based on our experience and the experience of others, when the regula-

tors/inspectors arrive, they will need to review:

t� Your organizational chart as it relates to the clinical trial

t� Copies of relevant contracts/agreements

t� The delegation of authority agreement

t� Documents supporting vendor qualifications

t� Documents supporting software validation/testing

t� Clinical monitoring plan and reports

As some suspicious data trends 

are impossible to spot through 

manual review of records, fraud 

and dishonesty can usually 

only be identified through 

adaptable, validated checks 

and the use of informatics and 

multidisciplinary expertise. 
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t� Data management plan

t� Risk mitigation plans

t� IRB documentation

t� Minutes from project meetings

t� Corrective actions taken, reasons for actions taken, and the results of 

any actions

As of January, two regulatory marketing applications have been 

submitted to FDA where direct data entry at the time of the office visit 

took place in lieu of maintaining paper source records. From the per-

spective of the pre-approval inspections at the clinical research sites, 

there were no Form FDA 483 findings related to study monitoring 

oversight and any of the electronic systems that were used for data 

collection. The inspections occurred at three of the five major medi-

cal centers that were inspected for the first application, and at five of 

the 20 outpatient clinical research sites that were inspected for the 

second application.

The following are the redacted excerpts of the FDA inspection of the 

contract research organization (CRO, Target Health Inc.) for the first pro-

gram that received marketing approval, where the clinical research sites 

entered the majority of the data directly into the electronic data capture 

(EDC) system at the time of the clinic visit, and all documents were main-

tained in an electronic trial master file (eTMF).

Report preamble:

t� This FY 2015 CDRH High-Priority Class II Device Application Inspection 

was conducted.

t� This inspection was limited to the areas of compliance program 

7348.810, “Sponsors, contract research organizations and monitors.”

t� Data line listings were provided with the background package, for 

comparison to the site eCRFs.

t� An FDA 483 inspectional observation was not issued to management 

during this inspection.

From the detailed report:

1. The clinical project manager develops a clinical data monitoring plan 

and safety monitoring plan for each study, using a company-specific 

template; these plans are approved by the sponsor before any site 

monitoring takes place.

JOKER1991/SHUTTERSTOCK.COM

The time is ripe to put away fears 

of regulatory sanctions when 

using modern technology, and 

make changes to modernize and 

optimize the drug development 

process that will ultimately support 

the regulatory approval process. 
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t� The clinical data monitoring plan for the inspected study was re-

viewed and obtained.

2. This study utilized direct entry of data, by the sites, into the EDC 

system using the eSource process (Target e*CTR; eClinical Trial 

Record).

t� This process allows for the original data to be stored in PDF format, 

in the repository, prior to being transmitted to the EDC database. 

The PDFs serve as original records.

3. Two electronic systems were used for the protocol.

t� The document system (eTMF) is a Part 11 compliant system and is 

the same system used by the clinical investigator sites.

o  There are different access levels/user controls (i.e., view/edit/add/

sign). Each user has a unique user name/ID and password. Sites 

have to specifically register and create accounts; an administrator 

must approve site access.

o  Documents are electronically signed within the document 

system.

t� The EDC system (Target e*CRF) is a separate software from the 

document system; both are online databases.

o  The EDC system is controlled by roles; the CRO holds the “moni-

tor” role. At the sites, the site staff may hold a “reporter” role 

where they can enter data or an “investigator” role where they 

can sign off on data.

t� Queries were handled within the EDC application. The in-field and 

in-house monitor user roles are the only persons who can generate 

queries.

o  No one within the CRO or the sponsor has the ability to change 

data entered by the sites; they are only able to issue queries. An 

audit trail can be seen and printed from the eCRF.

4. The CRO also performed remote/central reviews of data on an ongo-

ing basis, between on-site monitoring visits.

t� Central monitoring reports (CMRs) were generated when remote 

monitoring of the sites occurred.

t� Items requiring follow-up/queries are specified on these reports.

t� The necessary follow-up action and responsible person was indi-

cated as well as if the issue had been resolved and when.

Discussion and conclusion

For more than a decade, technologies and processes allowing for the 

paperless clinical trial have been substantiated and encouraged from 

both the business and regulatory perspectives. A frequent question is 

“what are the barriers to entry that have prevented the pharmaceuti-

cal and medical device industries from widely adopting the paperless 

clinical trial?” 

Beyond the frustration caused to those who consider technology 

essential to progress, we are confronted with potential obsolescence 

of drug and device developers who don’t recognize the current 

world of data acquisition and monitoring technologies that allow for 

contemporaneous data flow and data review. The time is ripe to put 

away fears of regulatory sanctions when using modern technology, 

and make changes to modernize and optimize the drug and device de-

velopment processes that will ultimately, positively, support the regula-

tory approval process.
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The Regulatory Debate Around 
Pre-approval Product Access
David Vulcano

Outlining current regulatory issues and views surrounding 
expanded access to investigational products in the U.S.

W
hen it comes to pre-approval access of inves-

tigational products, varying stakeholders are 

offering their opinions on what they feel is best. 

Competent authorities must balance both the potential 

goods for society and the potential goods of individual pa-

tients. Similarly, manufacturers must balance the needs of 

their business with individual patient desires. This produces 

the ethical dilemma of those in control of the products of 

choosing between “the good” and “the good.” In the past, 

information was not as fluid and transparent to patients. 

However, patients and their advocates have more informa-

tion available to them than ever before on experimental 

new therapies. Of course, that information may be incom-

plete—the data may be proprietary, embargoed or simply 

not yet exist. The information may also be tainted with 

rhetoric designed for other purposes, whether political, 

competitive or otherwise. Nevertheless, patients and their 

advocates are asking new questions. This results in the 

need for a revalidation and/or rethinking of the existing 

regulatory system.  

The FDA tries to strike the balance, and/or accomplish 

the goods of society and the individual patient through its 

evolving expanded access program. This program, under 

certain conditions and criteria, gives patients access to 

investigational products not approved for marketing. Over 

the decades, various advocacy groups have challenged the 

need for FDA’s involvement at all in this process,1 especially 

for patients to which there is no other marketed product 

to address their illness. One of those groups of late is the 

Goldwater Institute, which has successfully inspired over 

half of the U.S. states to pass “Right to Try” laws. Advocates 

for Right to Try tout that once a state law is passed that the 

FDA is not needed in the decision to give access of certain 

products to those with terminal illnesses. Naturally, despite 

the model legislation put forth by the Institute, each state 

has installed their own requirements and conditions2 in 

their version. This generally results in no two states being 

alike in their requirements and conditions for access under 

Right to Try. The coexistence of federal and state laws, es-

pecially when directly challenging the constitutional author-

ity of a 100-year-old federal agency, does not go without its 

criticisms. 

There are also various initiatives by Congress that at-

tempt to resolve the early access issue. Assuming there is 

agreement that 1) those that are near death with a terminal 

illness have a different risk/benefit paradigm than those 

not in that situation (e.g., long-term side effects, short-term 

side effects or possibly even a chance of death from the 

drug may be insignificant to these individuals, as without 

the treatment, death is determined certain anyway); and 2) 

we don’t want to return to the days of “buyer-beware” and 

“snake oil peddlers.” The U.S., as a society, is called to re-

evaluate the existing balance of making the best decisions 

between special allowances “for the one” while trying to 

protect and advance “the many.” 

Expanded access program summary

The history of the FDA’s evolving stance of early access 

since the program’s inception is well documented. In 2009, 

the revision of regulations brought more organization to its 

activities and differentiated its expanded access into es-

sentially three categories: 1) expanded access for individual 

patients3; 2) expanded access for intermediate-sized popu-

lations4; and 3) expanded access for widespread treatment.5 

The kinds of products generally available under expanded 

access are listed in Table 1 (see facing page).6

The process for expanded access is relatively straightfor-

ward. When a physician and individual patient desire to use 

a product under expanded access, the typical step is to first 

contact the manufacturer and see if it will make the product 
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available, and if so, under what terms. Parameters such as product avail-

ability, cost, data collection requirements and others are important in 

this decision. An additional key regulatory component is to assure that 

FDA law and regulations are adhered to when administering the prod-

uct outside of the scope of an investigational new drug (IND) obtained 

for clinical trials. Should the manufacturer have an intermediate-sized 

population or a widespread expanded access IND in place for which the 

patient meets the criteria, then the manufacturer can ship the product 

under that IND. Alternatively, if the product is under a clinical trials IND 

to which the patient does not qualify, the sponsor can add a protocol 

under the existing clinical trials IND for that patient. If, however, no such 

IND exists, then absent applying for one of those, the individual patient 

expanded access IND approval would be sought. 

Although not required, it is common for manufacturers to not want 

to sponsor individual patient INDs and, instead, push that obligation 

onto the treating physician. When the treating physician undertakes the 

obligation of a sponsor in these cases, they are the person responsible 

for completing the initial and ongoing paperwork with the FDA pursuant 

to the IND. As an IND requires submitting large amounts of information 

about the product that the physician does not have, the manufacturer is 

free to allow the physician to cross-reference its clinical trials IND. This 

provides the FDA with the product information without the need for the 

sponsoring physician to replicate or duplicate it. The physician gives the 

FDA a Letter of Authority from the manufacturer to cross-reference their 

IND(s) so that the FDA has record of this permission.7 Thus, most infor-

mation gathered and presented to the FDA by the physician is about the 

patient and his or her need.

The most current related event occurred in June 2016 when the FDA 

finalized three guidance documents pertaining to its expanded access 

program. The first, “Individual Patient Expanded Access Applications: 

Form FDA 3926,” makes final the draft form published in February 2015, 

which can be used by physicians for individual-level access of investi-

gational drugs.8 This new form gives physicians their own document to 

use for individual patient access instead of requiring the same form that 

the manufacturers need (Form 1571) for their IND. Like the ballyhooed 

original “100-hour form” (which the physician’s time actually ranged 

more like one9  to eight10  hours to complete), this form is estimated as a 

“45-minute form,” and also seems will take less time to complete. Much 

of the form is requesting demographic information that can be filled out 

by an administrative person. The other two guidance documents are 

self-explanatory in nature: “Expanded Access to Investigational Drugs 

for Treatment Use- Questions and Answers” and “Charging for Inves-

tigational Drugs Under an IND- Questions and Answers.” In addition to 

these three guidance documents, the FDA has also published two fact 

sheets answering basic questions about expanded access, which can be 

distributed to physicians and patients, respectively. 

Is FDA an ‘obstacle’ in expanded access?

Much of the critique of FDA’s expanded access program is misplaced. 

To point out any issues with expanded access, one must appropriately 

distinguish between the time and resources required for full marketing 

approval versus the process by which terminally ill patients can seek an 

exception for expanded access. Critics of the full drug approval process 

often cite the expense private industry must undertake to develop a 

drug and achieve FDA approval or clearance (usually quoting between 

$1.3 billion11 and $2.6 billion12). Critics also often cite the time it takes 

for a final FDA approval to market the product (usually quoting 10-15 

years13). While these are important statistics, they speak only to the over-

all clinical trial process to obtain marketing approval and are not ger-

mane to the issue of access outside of clinical trials. Of course, a quicker 

development time leads to quicker access for the general public, but ad-

dressing that issue is beyond the scope of this article. Nevertheless, it is 

prudent for critics and supporters of the current early access process to 

correctly target their critiques. It is not correct, in this author’s opinion, 
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Manufacturers must balance 

the needs of their business with 

individual patient desires. This 

produces the ethical dilemma 

of those in control of the 

products of choosing between 

“the good” and “the good.” 

1) Investigational products (i.e., drugs, devices, biologics) currently under clinical development.

2) Products that have been withdrawn from development for safety reasons but there exists a patient population for whom the benefi ts of 

the withdrawn product continue to outweigh the risks.

3) Unapproved drugs (e.g., foreign-approved product) to provide treatment during a drug shortage of the approved drug.

4) Use of an approved drug where availability is limited by a risk evaluation and mitigation strategy (REMS) for diagnostic, monitoring, or 

treatment purposes, by patients who cannot obtain the drug under the REMS.

5) Products used for other reasons as approved by FDA.

Expanded Access Qualifications

Source: Expanded Access to Investigational Drugs for Treatment Use —Questions and Answers Guidance for Industry (June 2016) 

Table 1. Products generally available under expanded access.
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to critique the expanded access process with arguments of how long 

and expensive final marketing approval is. They are two separate and 

distinct processes.

One correctly targeted argument, however, is regarding the paper-

work required to complete the IND application. While the FDA says it can 

approve these applications quickly, preparing for and completing the ap-

plication can be intimidating for patients and their physicians, even with 

the revised Form 3926.

The state-level ‘Right to Try’ movement 

Under the assumption that terminally ill patients face a different risk/

benefit calculus than the general public, a dying patient should be 

able to try a treatment that may save his or her life regardless of the 

potential unknown serious side effects. The same assumption ex-

changes proof of efficacy for hope. Right to Try supporters assert that 

the desires of this individual outweigh, or at least can be addressed 

without interfering with the needs of the public; thus the government 

should not stand in a person’s way. They assert this case even if the 

treatment might a) fail to be effective; b) produce additional known or 

unknown adverse effects, further complicating the patient’s condition 

or quality of life; and/or c) accelerate their death. Some argue that 

these patients already have this right under the FDA’s expanded access 

program; California and Hawaii’s governors vetoed their state’s Right to 

Try legislation despite its passing their state congress with overwhelm-

ing support, although California did get some legislation passed a year 

after that veto.14,15 

The intent, however, of state Right to Try laws is to accomplish 

this without having to go through the FDA (or any other government 

approving entity) citing a person’s constitutional right to medical au-

tonomy.16 As a result, Right to Try legislations are intentionally crafted 

to not require FDA expanded access IND/protocol approval (along with 

its affiliated requirements such as institutional review board oversight) 

and to put in place state regulations governing the access. Although it 

is still a government entity setting the criteria for access and parame-

ters, the legislation does not have the state—or any other government 

entity—taking on the role of a government body involved in the “yes/

no” determination once the criteria is met. 

With the administration of unapproved therapies without the over-

sight of FDA and local IRBs, safety is a concern. Right to Try laws only 

include medicines/devices/biologics that have passed Phase I clinical 

trials and remain in development. Note, however, that Right to Try laws 

do not provide for other medicines available under Expanded Access 

that are not currently in clinical trials such as those with withdrawn 

INDs or under REMS. Advocates, therefore, point out that these drugs 

offer the same access that the FDA already allows clinical trial patients.17 

However, a patient may be excluded from a study for many reasons. 

Those include known safety issues (a known serious adverse event af-

filiated with that patient’s condition/circumstances). They also include 

theoretical safety issues (a “just in case because we don’t know”) as well 

as purely scientific issues (i.e., exclusively for scientific integrity of the 

study and not for safety reasons). Under current state laws, if the treat-

ment sought is no longer available to patients enrolled in clinical trials, it 

is no longer available to patients under Right to Try. 

While state Right to Try laws attempt to eliminate the FDA expanded 

access process as a required step, they fall short of addressing other 

common obstacles to access. No current Right to Try law requires the 

manufacturer to provide the product, few prohibit the manufacturer 

from charging for it if provided, and none require any insurance plan to 

cover it.18 By not addressing these obstacles, there has been critique of 

the banner of “Right to Try” as not really being a right to actually try but 

more so a “right to beg.”19,20 In an example of this, a couple in which the 

67-year-old husband had amyotrophic lateral sclerosis with two to three 

years to live moved back to Missouri from Florida after Missouri became 

the third state to pass a Right to Try law. It was their hope to obtain a 

specific investigational drug; after being turned down by the manufac-

turer, the couple learned that a “right” for a patient to try was not an 

obligation for the manufacturer to “give.”20

Although the Goldwater Institute has model legislation it provides to 

state legislators to introduce, nearly each state has customized the laws, 

resulting in almost no two states having the same criteria and condi-

tions.21 Universally, they do tout the elimination of the need for FDA’s 

permission and its accompanying obligations (i.e., IRB/ethical review 

board oversight). Ironically, however, most states have imposed criteria 

and obligations beyond that of the FDA (and even Goldwater Institute’s 

model legislation), making it longer and costlier for patients to access 

the product under Right to Try as opposed to expanded access. For 

example, several states require a second physician to confirm the ter-

minally ill diagnosis, while the FDA only requires the patient’s physician 

to do so. Other common Right to Try requirements that go beyond FDA’s 

scope are listed in Table 2.22
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1) An independent witness to co-sign the consent form.

2) Additive requirements for the physicians (i.e., one state does not allow primary care physicians to diagnose/administer, others require 

additive certifi cations).

3) Additional requirements in patient consent forms above and beyond what FDA would require, and in some instances requiring language 

that would not be allowed by FDA (such as the patient waiving their right to sue a manufacturer).

4)  Other special circumstances and exclusions (such as Oregon requiring the physician to verify Oregon residency; Colorado and Oklahoma 

excluding inpatients; Missouri and Mississippi excluding Schedule 1 drugs).

“Right to Try” Requirements Beyond FDA’s

Source: Vulcano

Table 2. Common “Right To Try” law requirements that go further than FDA’s.
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There are also other differences between the states (i.e., only about 

two-thirds offer some sort of immunity to the manufacturer; one-third 

require considerations for clinical trials first (e.g., site is 50 miles or 100 

miles within patient’s home, etc.).23  

State law vs. federal law

In the face of conflicting federal laws, access to products under state 

Right to Try laws remains seemingly paralyzed. Constitutional scholars 

debate to what extent states may use their powers to protect their citi-

zens’ rights, especially when state laws seemingly substitute for, add on 

to, and/or conflict with those enacted by the federal government. Ironi-

cally, those arguing either for or against expanded access being a state’s 

right to give point to many of the same precedent cases to support their 

cause. The most common cases are listed in Table 3.

Until these legal questions are resolved or federal laws are revised, 

stakeholders will need to determine whether a state Right to Try law 

provides a valid legal pathway for patient access of investigational prod-

ucts. If one accepts that Right to Try laws provide a valid separate and 

distinct pathway versus expanded access, then the patient need only 

to work with a physician to obtain a diagnosis and request the treat-

ment directly from the manufacturer. This would be executed without 

FDA approval but, instead, under the criteria and conditions put forth in 

respective state laws. The burden on the manufacturers would be to be 

knowledgeable and adherent to individual state legislation. If, however, 

federal law supersedes state Right to Try laws and patients do not pur-

sue treatment through FDA’s expanded access program, additional legal 

issues may arise from the shipment and/or administration under a state 

Right to Try law, as the Food, Drug and Cosmetics Act would prohibit 

such without FDA permission.26 

From a pragmatic standpoint, however, is the question of whether or 

not the FDA and/or the state are prepared to prosecute those they feel 

in violation of their respective policies and are willing to face any public 

consequences of doing so. More than likely, the court of public opinion, 

the media spin and the strategy of tort attorneys will pivot based on 

whether the use of the product was successful or not—and  be judged 

after the fact. The FDA, for example, may be criticized for sending a 

warning letter to a manufacturer who issued its experimental treatment 

under the Right to Try law when the product had a seemingly favorable 

outcome. Conversely, if the product might have caused a lower quality 

of life and/or accelerated the patient’s death in their remaining days, the 

public might wonder where the FDA was. 

Regardless, many learned legal scholars have and will continue to 

argue the details of legal precedent and to what extent they apply to 

these new state laws. The potential “paralysis by analysis” comes at 

the misfortune of physicians, manufacturers, institutions and, most im-

portantly, patients with terminal illness. Goldwater Institute CEO Darcy 

Olsen stated in a public hearing in February 2016 that it was aware of 

28 patients that received products under state Right to Try laws.27 This 

claim cannot be verified as none of the manufacturers, physicians or 

institutions have knowingly come forth to announce or explain their 

justification in not going through FDA channels. 

Anecdotal evidence, however, calls these potential success stories 

into question. For example, a patient, hearing the press surrounding 

their state passing a Right To Try law, may approach a physician/insti-

tution demanding products and upon receiving them claims a Right To 

Try success. In actuality, unbeknownst to the patient, the manufactur-

ers and institutions went through the FDA’s expanded access. Should 

there, in fact, exist cases of administering under a state Right to Try 

law, justifications such as these need to be heard to help others feel 

comfortable with providing products either outside of or against the 

processes of FDA. 
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If one accepts that “Right to Try” 

laws provide a distinct pathway of 

access to investigational products 

versus expanded access, then 

the patient need only work with 

a physician to obtain a diagnosis 

and request the treatment 

directly from the manufacturer.

Gonzales v. Oregon
The so-called “Right to Die” case which addresses the state’s authority to permit and/or govern assisted 

suicide.24

United States v. Rutherford

In 1979, the Supreme Court held that the government has an interest in regulating “unsafe drugs.” This 

leads to the question of when a drug is considered by defi nition “unsafe.” After a successful Phase I study 

of a controlled well-screened population? After postmarketing surveillance to see its behavior in an 

uncontrolled environment?

Abigail Alliance v. Von 

Eschenbach

The fi nal decision upheld the FDA’s ability to govern terminally ill patients’ access to investigational 

products. The Supreme Court did not take up the case, leading some to believe the issue is settled through 

inaction by the Supreme Court, while others still wanting their day in court, claiming the details are 

different.25

Key Citizens’ Rights Cases

Source: Vulcano

Table 3. Commonly cited cases regarding citizens’ rights.
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New attention at the federal level

If nothing else, the discussion around expanded access or compassion-

ate use has received the attention of federal regulators. These agencies 

have the power to make uniform and broader reforms that could be 

wider-reaching than what the FDA or state Right to Try laws could do 

on their own. Although the recently passed 21st Century Cures Act in-

cludes many sections focused on improving time to product approval, 

there is one section that deals with expanded access directly. What was 

originally standalone legislation called the Andrea Sloan Compassionate 

Use Reform and Enhancement (CURE) Act passed as Section 3032 of the 

Cures bill. As part of this new legal requirement, a manufacturer must 

publicly post its expanded access policy for investigational drugs for 

“serious diseases or conditions.” The legislation only mentions drugs 

and does not offer reference to an equivalent requirement for medi-

cal devices. This posting must include (1) contact information regarding 

whom to make such request; (2) procedures for making a request; (3) 

the general criteria for request approval; and (4) length of time neces-

sary to acknowledge receipt of request. The law would not require the 

manufacturer to provide the drug and the company could change the 

policy at any time. The posting would be required by the first initiation of 

a Phase II or Phase III study.  

One key piece of pending legislation that has recently been reintro-

duced is the Right to Try Act of 2017 (H.R. 878) and its accompanying 

Trickett Wendler Right to Try Act of 2017 (S. 204). These bills prohibit 

the federal government (i.e., the FDA) from prohibiting or restricting the 

production, manufacture, distribution, prescribing, dispensing, posses-

sion, or use of an experimental drug, biological product, or device that 

(1) is intended to treat a patient who has been diagnosed with a terminal 

illness; and (2) is authorized by, and in accordance with, state law. This 

act, if passed, would arguably eliminate the debate on federal vs. state 

governance of state Right to Try laws and thus revert to the individual 

states in these circumstances.

Regardless, the proposed Right to Try legislation at the federal level 

would give the backing of the state laws that the Right to Try advocates 

are looking for. Note, however, that previous recent attempts to get 

individual access outside of clinical trials at the federal level, such as 

the Access, Compassion, Care, and Ethics for Seriously Ill Patients Act,  

introduced to Congress in 2005 and 2008, never received traction. With 

the presence of state laws and a White House statement regarding Vice 

President Pence’s support28 (recalling his signing of Indiana’s Right to Try 

law as governor), perhaps these will provide a fundamental difference 

this congressional cycle. 

Although not yet reintroduced into Congress this session, one bill 

from the last session is noteworthy in showing the seriousness some 

legislators are taking on this issue. The Reciprocity Ensures Streamlined 

Use of Lifesaving Treatments (RESULT) Act strove to create the ability 

for reciprocity between the FDA and the equivalent competent author-

ity of many other countries (e.g., Australia, Canada, Israel, Japan, New 

Zealand, Switzerland, South Africa; or those countries in the European 

Union and the European Free Trade Association). The crux of the RESULT 

Act was that if there was a public health or unmet medical need in the 

U.S. to which one of these countries has an approved therapeutic, the 

manufacturer could apply to the FDA to market that product. The agency 

would then have 30 days to decline the request due to lack of safety/

efficacy. Absent a denial, the product could be legally marketed but the 

FDA may also approve the drug within that 30 days, adding required 

postmarketing studies. The agency would have to report any denials to 

Congress monthly and Congress would have the authority to overturn 

any denials made. This bill represents a more aggressive stance for 

speed-to-market and could lead to new global development and sales 

strategies among drug and device manufacturers should it be reintro-

duced and passed. 

The remaining access obstacles 

While this article has detailed the FDA’s role in approving patient access, 

there are other substantial obstacles to access. These include a physi-

cian’s willingness to manage the case and a patient’s ability to pay for 

the therapy in the event the manufacturer does not provide it at no cost; 

insurance companies rarely cover investigational drugs. Probably the 

largest obstacle, however, is the manufacturer’s willingness to provide 

the therapy outside of controlled clinical trials. Neither the FDA, the Right 

to Try laws, or the pending legislation directly address the elimination 

or minimization of these obstacles. Nevertheless, there is some current 

softening. For example, in addressing physician resistance, state Right 

to Try laws generally offer some level of immunity to the physician for 

a good faith recommendation of an experimental therapy.29 In parallel, 

FDA’s new Form 3926 helps streamline a physician’s time to complete 

the initial paperwork. 

As to softening manufacturers’ resistance, the FDA’s most recent 

guidance helps to address one of their core issues. It states that al-

though adverse events must still be reported to the FDA even when 

the product is provided under expanded access, the agency reassures 

manufacturers that it will “understand the context” of these events as 

occurring in an uncontrolled environment when evaluating any new drug 

application (NDA).30 The agency backs this up by reporting that out of 

more than 10,000 individual INDs and 1,000 commercial INDs, there have 

only been two instances of a temporary clinical hold from the individual 

IND, a rate of <.2%.31 

Additionally, trade associations representing manufacturers are 

posting their guidance documents of support for pre-approval access 

through the expanded access program. These include Pharmaceutical 

Research and Manufacturers of America (PhRMA)’s new chapter in its 

Principles of Clinical Trials32 and the Biotechnology Innovation Organi-

zation’s (BIO) Principles on Expanded Access to Investigational, Unap-

proved Medicines.33 

Conclusion

Lawmakers, constitutional scholars, industry representatives, patient 

advocacy groups and patients themselves face ethical dilemmas over 

where to draw the line between regulation for the benefit of society and 

respect for individual autonomy. Wherever the line is drawn, it is crucial 

for all stakeholders to understand the laws—both federal and state—

governing a terminally ill person’s access to investigational therapy. As 

regulations evolve and the demand for access to potentially life-saving 

treatment grows, manufacturers, healthcare providers and other key 

parties will need to confront the relevant practical and ethical issues as-
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sociated with expanded access. While proponents of state law control 

such as the Goldwater Institute have been criticized in this process as 

advocating for laws of questionable authority and raising false hope, 

they have also elevated the national dialogue around the critical issue of 

pre-approval drug access.
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PEER REVIEW

EMERGING MARKETS

Malaysia’s Clinical 
Research Ecosystem
A.J.A. Ooi, K.F. Khalid 

Examining the role of Clinical Research Malaysia in advancing 
industry-sponsored drug development in the country.

T
he impact of globalization resulted in the shift of 

industry-sponsored clinical research (ISR) from high 

economic countries to Eastern European, Latin Amer-

ican and Asian countries. Since 2008, Asia has shown sig-

nificant growth in interventional studies with an average of 

8% growth. Asian countries offer two main benefits for con-

ducting clinical trials: their large and diverse patient pools, 

and the relatively lower cost of clinical trial conduct. Malay-

sia, in particular, has many inherent qualities that make it 

an ideal country for conducting clinical trials. Those include 

a multi-ethnic population, which is relatively treatment 

naïve, competitive costs and an established healthcare 

infrastructure. Additionally, for over 20 years, Malaysia has 

had existing experience, facilities, processes, regulations 

and manpower in conducting clinical trials. The current 

Malaysian Economic Transformation Program (ETP) targets 

clinical research as one of its main drivers in economic 

growth. Therefore, the government of Malaysia, with an aim 

to promote and increase the number of clinical studies in 

the country, established Clinical Research Malaysia (CRM) in 

2012 with the objectives of effectively increasing the speed, 

reliability and delivery of outcomes for all stakeholders 

involved. This review outlines the role of CRM, its achieve-

ments, future endeavors and the opportunities it provides 

for sponsors to carry out clinical trials in Malaysia.

Asia’s clinical development rise

Traditionally, industry-sponsored research has been con-

ducted in high-income countries in Europe and in the U.S. 

due to the established research infrastructure and presence 

of major pharmaceutical companies in these countries.1 

However, globalization resulted in shifting this research out-

side high income countries. The major beneficiaries of this 

shift have been Eastern European, Latin American and Asian 

countries. This change in the clinical research landscape has 

substantially increased the number of registered clinical tri-

als globally, as evidenced by two separate studies analyzing 

the number of clinical trial registrations based on various 

global clinical trial registries. Viergever and Li analyzed the 

number of registered clinical trials in the International Clini-

cal Trial Registry Platform (ICTRP), which was established by 

the World Health Organization (WHO) in 2006. The database 

was mined to include all studies registered up to December 

31, 2013. After excluding all observational studies, a total of 

186,523 clinical trials from 16 clinical study registries were 

included in the analysis. The number of registered clinical 

trials showed a substantial increase, constituting a seven-

fold rise between 2004-2013.2 In another study conducted 

by Yathindranath et al, 15 online databases that contained 

registration for clinical trials globally were used, along with 

clinical trial registries in Asia. In Asia-Pacific, clinical trial 

volumes have been steadily growing from 5.9% of the total 

global volume in 2005–2007 to 9.7% in 2011.3 This shows 

that during these time periods, this region has become an 

important one for the clinical trial industry.

 Asia, specifically, has shown significant growth in regis-

tered interventional clinical studies from 2008–2012, with an 

average growth rate of 8%,4 while North America showed a 

decline of 2% during the same time frame.4 Sixty percent of 

the world population reside in Asia.5 Therefore, as potential 

clinical trial hubs, Asian countries offer large and geneti-

cally diverse patient pools that are mostly treatment naïve, 

and a lower cost in conducting clinical trials in the face of 

limited patient pools and rising costs in the U.S. and Europe. 

Countries in Asia also offer varying disease epidemiology5 

in both infectious and chronic diseases. This is reflected in 
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the rise of lifestyle diseases such as diabetes, obesity, hypertension and 

various cancers due to urbanization.3 Factors such as government inter-

est in expanding clinical research, large hospital infrastructures and an 

increasing number of clinical researchers, growth in the pharmaceutical 

sector and an increase in investment in research and development by 

pharmaceutical companies also contribute to Asia being an attractive 

destination to conduct these studies.3,5

Malaysian initiatives

The government of Malaysia, with an aim to provide sustained growth in 

various economic sectors, initiated the ETP, which comprises 12 National 

Key Economic Areas (NKEA). Clinical research is listed under the Health-

care NKEA, the second among the Entry Point Projects. Through this proj-

ect, the Malaysian government intends to promote clinical research in 

the country and aims to increase the number of clinical trials from about 

200 per year to at least 1,000 new and ongoing studies by 2020.6

Malaysia comprises 13 states: 11 in Peninsular Malaysia and two, 

Sabah and Sarawak, in the northern part of Borneo Island.7 Peninsular Ma-

laysia is neighbored by Singapore in the south and Thailand to the north.

The Ministry of Tourism tagline for Malaysia, “Malaysia truly Asia,” 

depicts the diversity of races in this culturally rich land. The popula-

tion estimates for 2016 stood at 31.7 million people (107 males per 100 

females), out of which 89.7% are Malaysian citizens. Three major races 

and a minority of other races make up the Malaysian population (68.7% 

Bumiputera, consisting mainly of the Malay race; 23.4% Chinese; 7.0% 

Indians; and 1% other races).8 The median age is 28 years and the larg-

est age group, between 15-64 years, makes up 69.4% of the population. 

The proportion of the elderly is also increasing due to better access to 

healthcare. Malaysia has a growing urban population. In 2016, it was es-

timated at 75% of the total population (compared to 57% in the East Asia 

and Pacific region).9

Malaysian healthcare system

The healthcare system in Malaysia is two-pronged with a major contribu-

tion from the public health sector. Both public and private healthcare 

systems are closely monitored by the government under the Ministry 

of Health, and share a similar system that offers primary health and 

specialist care. The public health system is far-reaching, with presence 

in the rural and urban settings, while private healthcare is mainly found 

in the urban areas.

Malaysia’s public health system is based on the WHO’s district health 

system model.10 The larger district health clinics are managed by family 

medicine specialists and are self-contained with their own basic labo-

ratories, x-ray and ultrasound facilities. These district health clinics are 

capable of attending to both acute surgical and medical cases, as well as 

patients with stable chronic diseases, and providing maternal and child 

healthcare services. The smaller community clinics that are under the 

purview of these district health clinics are most often run exclusively by 

registered nurses and midwives who are trained to provide preventive 

maternal and child services, including home visits.10

Primary care in the private healthcare system is provided by privately-

owned general practice (GP) clinics, stand-alone specialist clinics and 

outpatient specialist clinics in private hospitals. In 2008, there were an 

estimated 6,000 to 7,000 GP clinics and for every 10 primary care visits, 

six were to GP clinics. Some GP clinics, especially those that belong to 

a group practice, have added facilities such as portable blood analyzers, 

x-ray and ultrasound services.11 GP clinics like the district health and com-

munity clinics are located in both urban and rural areas of the country.

In 2013, 40.2% of all hospitals in Malaysia (N=351) were categorized 

as public hospitals (this included Ministry of Health hospitals, university 

hospitals and Ministry of Defense hospitals) while 59.8% were private 

hospitals.12 About 47.5% and 67.1% of the public and private hospitals, 

respectively, provide specialist services. Data from 2011 show an in-

In recent years, Malaysia has 

been striving to utilize the 

opportunities created due to 

the shifting of pharmaceutical 

clinical trial bases to Asia. 

COUNTRIES
TIMELINE

SUBMISSION
REGULATORY ETHICS

Singapore Approx. 30 days Approx. 30 days Parallel

Malaysia Approx. 30 business days Approx. 50 business days Parallel

South Korea Approx. 30 days Approx. 50 days Parallel

Hong Kong 30–60 business days 30–60 days Parallel

Japan Approval is by default if no objections within 30 days 4–8 weeks Sequential

Taiwan Approx. 30 business days Approx. 30–60 business days Both

Regulatory Timelines in Asia-Pacific

Source: Ooi, Khalid

Table 1. A look at regulatory and ethic approval timelines for sponsored research in Asia-Pacific. 
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creasing trend in specialist care. For example, from 2010 to 2011, there 

were three additional hospitals providing oncology services (a total of 

58 hospitals in 2011), and 10 new hospitals started providing psychiatric 

care during the same time frame (a total of 94 hospitals in 2011).

Malaysia’s clinical research ecosystem

In recent years, Malaysia has been striving to utilize the opportunities cre-

ated due to the shifting of pharmaceutical clinical trial bases to Asia. Ma-

laysia has inherent benefits to conducting clinical trials, such as its large 

multi-ethnic population that offers genetic diversity, established and good 

public and private healthcare systems, a consistently increasing number 

of good clinical practice (GCP)-trained and compliant investigators and 

support staff, an established and comprehensive ethical review process 

by ethics committees, adherence to in-

tellectual property rights and competi-

tive trial costs compared to other Asian 

countries. Malaysia also boasts shorter 

regulatory and ethics approval timelines 

for sponsored research that are compa-

rable with countries like Hong Kong, Ja-

pan, Singapore, Taiwan and South Korea 

(see Table 1 on page 37).13

Generally, clinical research is con-

ducted in Malaysia at university hos-

pitals, Ministry of Health hospitals and 

increasingly at private medical centers 

across the country. The wide network 

of local Ministry of Health Health clinics 

represents a unique opportunity for ac-

cess to a previously untapped, primary 

care patient pool.

The National Pharmaceutical Regula-

tory Agency (NPRA) ensures the quality, 

efficacy and safety of pharmaceuticals 

in Malaysia through the registration and 

licensing scheme. The NPRA acts as a 

secretariat to the Drug Control Author-

ity (DCA).14 The DCA is empowered to 

review matters related to product reg-

istration, and approve or reject applica-

tion for clinical trial import license (CTIL) 

or clinical trial exemption (CTX) among 

others. The institutional review board 

(IRB) structure in Malaysia depends on 

the location or type of facility conducting 

the research. Generally, most university 

hospitals have their own local IRB/inde-

pendent ethics committee (IEC), while 

research conducted at Ministry of Health 

hospitals fall under the purview of the 

central IRB, which is the Medical Re-

search and Ethics Committee (MREC).14

CTIL/CTX applications are submitted 

to the NPRA following the guidelines for CTIL/CTX. The NPRA screens 

the application dossier for completeness before handing them over to 

the DCA for a decision to be made. Once approval is granted by the DCA 

and MREC (or an other accepted IRB/IEC), the NPRA issues the CTIL/CTX 

and regulatory approval letters to begin the clinical trial (see Figure 1).15 

Generally, a CTIL/CTX application is processed within 30 working days 

while the MREC approval takes 50 working days, if no amendments to 

the submitted documents are required. Both CTIL/CTX and MREC ap-

plications can be submitted in parallel. Users—the principal investigator 

(PI), contract research organization (CRO) and sponsor)—who intend to 

submit to MREC (or other accepted IRB/IEC) are required to register with 

the National Medical Research Register (NMRR) website and obtain a 

user account that can be used for all submissions thereafter.

Clinical trial agreement

(CTA) finalization

and budget

negotiations

Start-up:

All studies are

required to be

registered in the

NMRR

Insurance and

indemnity provisions

have to be made as

per Malaysian

guidelines

IRB/IEC submission:

Submissions are

made to either

MREC or

local IRB/IEC

CTIL/CTX

application

Malaysia Start-up Requirements

Source: Society of Clinical Research Professionals Malaysia

Figure 1. The start-up process of industry-sponsored research in Malaysia.

Other permits or notifications that may be required for industry-sponsored research, depending 

on type of study are:

Import/export permits 

for biological samples

Import permit for 

communication devices

Importation notification 

for medical devices

t� Permits are required when 

the study involves either the 

importation or exportation 

of biological samples such 

as tumor biopsies, blood 

samples and urine samples.

t� Quantity of samples to be 

imported or exported has to 

be listed in the application.

t� Permits are required if the 

study includes the importa-

tion of devices to be used 

in the study or at the study 

sites such as an eDiary.

t� Importation notification is 

required if the study proto-

col includes the supply of 

medical devices to the study 

site that involve importing 

these devices (e.g., elec-

trocardiogram, electroen-

cephalogram and centrifuge 

equipment).
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Clinical Research Malaysia

CRM is a non-profit company wholly 

owned by the Ministry of Health. The 

organization was established in June 

2012 to position Malaysia as a pre-

ferred global destination for research 

and to function as an enabler and fa-

cilitator to the industry and medical 

fraternity for the conduct of clinical 

trials. CRM plays an important role 

in improving the local ecosystem to 

support growth in industry-sponsored 

research, facilitate the needs and re-

quirements of industry players, grow 

the pool of capable investigators, 

support staff and trial sites and im-

prove their capabilities and capaci-

ties to conduct this research. With the 

Ministry of Health’s support and clear 

knowledge of the local research environment, CRM is able to provide 

sponsors and CROs with a range of services that include complemen-

tary feasibility studies, investigator selection, placement and develop-

ment of study coordinators, management of trial budget and review of 

clinical trial agreements.

Prior to CRM’s inception, there were several challenges in expanding 

clinical research in Malaysia. These hampered the operations of spon-

sored research in the country in terms of speed, reliability and delivery 

of favorable outcomes to the relevant stakeholders. The challenges 

included the time-consuming hiring process that involved government 

bureaucracy and acquisition of assets, poor transparency of fund man-

agement and lack of activities to increase the number of investigators 

and well-equipped trial sites for the conduct of clinical trials. There was 

also a need for a locally placed “one-stop” center to facilitate sponsors/

CROs interested in conducting clinical research in Malaysia, by cham-

pioning collaborations with the regulatory agencies, customs officials 

and investment authorities. Furthermore, though the interest in clinical 

research among the existing investigators and support staff were high, 

there was no clear clinical research pathway to encourage and develop 

their potential in this area.

As part of Malaysia’s ETP, CRM was established to help ensure the 

reliability, speed and delivery of outcomes for all drug development 

stakeholders. These objectives include the improvement of clinical 

trial sites by addressing their needs and allocating highly trained study 

coordinators; increasing well-trained and GCP-compliant investigators 

through training and awareness campaigns; implementing strategies 

and procedures for feasibility assessments and investigator selection; 

providing transparent and efficient trial budget management; initiating 

collaborations with local, regional and global stakeholders; attracting 

global pharmaceutical and CRO investments; inspiring private hospitals 

and universities to be part of the expansion of the clinical trial environ-

ment; and investigating and addressing the perception and awareness 

of clinical trials among healthcare professionals, administrators, patients 

and the public.

Achievements of CRM

CRM has developed five key strategies to put in place a comprehensive, 

enabling and supportive ecosystem that meet the needs of industry 

players and the medical fraternity. The goals are to grow the pool of in-

vestigators and sites, attract new research to Malaysia, collaborate with 

stakeholders, create awareness of CRM and develop human capital.

CRM is entrusted to compile and track the number of sponsored trials 

from MREC and all IRB/IECs—and these numbers are reported annually 

to the Malaysian government. Between 2010 and 2015, Malaysia has seen 

a steady increase in this number, increasing from 143 trials to 201 (see 

Figure 2). There was no increase in the number of trials between 2014 and 

2015. During this time period, a global decline (by 10%) in the number of 

sponsored studies was recorded. The number of sponsors and CROs who 

utilized CRM’s services, however, recorded a sharp increase in 2016 com-

pared to 2014. As of September 2016, there was more than a 200% growth 

in the number of sponsors, while the number of CROs doubled during this 

time period, indicating the confidence of foreign investors in Malaysia’s ca-

pabilities (see Figure 3 on page 40). In this same time frame, CRM’s experi-

ence as a site manager expanded to 25 therapeutic areas.

The gross national income (GNI) created by clinical trials in 2015 to-

taled over $28.01 million USD, an increase of $17.03 million USD from 

2011. There was a growth in the number of PIs between January and 

CRM has developed five key 

strategies: grow the pool of 

investigators and sites, attract 

new research to Malaysia, 

collaborate with stakeholders, 

create awareness of CRM, 

and develop human capital.
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Figure 2. (a) Global-sponsored research trend; (b) Malaysia-sponsored research trend
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September 2016 (see Figure 4 on facing page) after the country re-

corded a sharp decline in 2015. One of the reasons for the decline was 

due to senior investigators retiring without proper succession planning.

Additionally, there was lack of support in promoting industry-spon-

sored research to junior doctors during that time. In 2015, CRM actively 

took up this role to increase the number of investigators by supporting 

eight State Research Days, which saw an impressive 550 abstracts sub-

mitted from all over the country. State Research Day is an annual Minis-

try of Health initiative aimed at providing an avenue and opportunity to 

allied health and medical personnel to share their research findings. It’s 

also a platform to raise awareness on the importance of research in im-

proving patient care in the country. Seeing its success, CRM committed 

to support 11 State Research Days in 2016.

In its infancy in 2012, CRM had 22 study coordinators that were 

placed throughout Malaysia at various sites conducting industry-spon-

sored research; this number has grown to 93 as of September 2016. 

CRM has expanded its operations beyond the realm of Ministry of Health 

sites, and has received requests to support investigators and sites in 

Ministry of Higher Education hospitals and private hospitals. In 2015, 

the strategies employed by CRM had created 1,118 high-skilled jobs in 

the clinical research industry in Malaysia, exceeding the 1,000 it was 

entrusted to create by 2020.

The various initiatives taken so far by CRM to improve Malaysia’s 

clinical research ecosystem include recruiting, training and developing 

medical officers into future investigators; investing in various clinical re-

search sites by equipping them with the necessary infrastructure; short-

ening the clinical trial agreement (CTA) review and approval timeline 

from 14 working days to five working days; seconding staff to the MREC 

and the Medical Device Authority (MDA) to improve approval timelines 

and assist in queries from the industry; and forming partnerships with 

the media to create awareness of clini-

cal trials. Furthermore, CRM organizes 

“Industry Dialogues” twice a year to 

understand and address issues being 

faced by the pharmaceutical, biotech-

nology and medical device industries, 

as well as CROs.

CRM is currently in collaboration with 

the Drugs for Neglected Disease initia-

tive (DNDi), a not-for-profit R&D organi-

zation that works to deliver new treat-

ments for neglected diseases. With this 

project, CRM plans to develop a public 

health approach to hepatitis C within 

the framework of the future “National 

Strategic Plan” on viral hepatitis. The 

immediate goal of the initiative is to con-

duct clinical studies of promising new 

treatment regimens for hepatitis C That 

will be followed by scale-up of treatment 

for patients, with the overall objective of 

ensuring equitable access to affordable 

and effective treatments for patients 

suffering from hepatitis C in Malaysia.

A scale-up of treatment is necessary in order to have an impact on 

the number of cases, which are steadily increasing. Due to this surge 

and the high prices of new hepatitis C medicines, it has been almost im-

possible for the Malaysian government to provide access to treatment 

at the necessary scale. The trials conducted with the support of DNDi 

are anticipated to introduce a new therapy as soon as possible and a 

scale-up to reach all patients in Malaysia.

Overall, the strategies initiated by CRM from its inception in 2012 

have been very encouraging. the organization achieved 94% of its 

key performance index (KPI) 1 determined by the number of industry-

sponsored trials conducted in Malaysia during 2015 (201 vs. goal of 214 

despite a 10% global decline). Meanwhile, the number of clinical trials 

performed in Ministry of Health facilities (KPI 2; 128/120) during the 

same year achieved 107% of CRM’s KPI 2.

Future endeavors of CRM

The Ministry of Health through CRM is driving an initiative to prepare 

Malaysia to conduct Phase I clinical trials in the next three years. This 

initiative, termed the Phase I Realization Project (P1RP), was designed to 

involve the country in all phases of drug development. The five pillars that 

support the P1RP blueprint include the development of Phase I guide-

lines, people development, capability development, preparation of sites 

and risk management. The initiative, which started in May 2016, will see 

the completion of the Phase I clinical research ecosystem in 2019. The 

capture of Phase I trials may result in a spillover effect of more Phase II 

and III studies into Malaysia. Among the economic advantages in opening 

Malaysia’s doors to early phase studies include the transfer of knowledge 

and technologies to Malaysians, creation of new jobs in clinical research, 

spurring local innovation and preventing outflow of investments.
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Figure 3. The growth of sponsors and CROs using Clinical Research Malaysia services.
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Conducting early phase studies in accordance with international 

regulatory standards would also drive capacity-building for local ethical 

review, facilitate healthcare infrastructure development, increase eco-

nomic activity by encouraging research into more innovative products 

and reduce the culture of dependency on developed countries.  

Conclusion

Established by the Malaysian Ministry of Health, CRM exists to advance 

global health solutions for a brighter and more hopeful future for patients 

by providing speedy and reliable end-to-end clinical research support for 

quality studies. CRM’s innate understanding of the local clinical research 

landscape, with international standards of operations coupled with funda-

mental backing of the government ministries, provides the group with an in-

comparable advantage in working with partners from the nascent stages of 

development to materialization of the end product—with the goal of deliver-

ing better treatments and more high-skilled job opportunities. It is the hope 

these efforts will help move Malaysia closer to being a globally preferred 

destination for clinical research.
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However, another, and much more serious, in-

dication that this may be so is the wording of 

Article 4 of the Regulation, addressing the autho-

rization procedure. Here it reads: “The review by 

the ethics committee may encompass aspects 

addressed in Part I of the assessment report…“

This means that the EC may look at the study 

protocol but is not obliged to do so, which is in 

sharp contrast to what can be found on this topic 

in several internationally accepted documents, 

including Good Clinical Practice (ICH-E6(R2); article 

1.31) and the Declaration of Helsinki (current ver-

sion Fortaleza 2013, article 23). Both documents 

state quite explicitly that it is the obligation of an 

EC to review the protocol and its amendments. 

A further aspect to be considered is the im-

pact of the CTR on the workflow of ECs. The 

following analysis applies to Austria, but is most 

likely applicable to other European Union mem-

ber states. From all projects handled by the EC 

of the Medical University of Vienna (MUV), only 

17% represent trials on medicinal products. Ten 

percent represent trials on medical devices and 

the remaining 73% are clinical studies addressing 

issues such as new methods, basic science ques-

tions and retrospective and other non-interven-

tional research. All these projects have a monthly 

application deadline, followed by a monthly ses-

sion (12 sessions per year). The four weeks before 

the session are dedicated to intense—and in 

great part written—review, thus allowing the time 

in the session to be used for discussion of open 

issues. All necessary members for voting on a 

particular study are present at one time in one 

place. The applicant receives a reasoned opinion 

from the EC within 35 days of receipt of a valid ap-

plication. This timeline is CTD-driven and kept for 

all types of studies. 

The described procedure is no longer feasible 

under the terms of the CTR, because there is no 

application deadline. As a consequence, the EC 

will continue to assess 83% of the applications fol-

lowing its current procedure, but will have to imple-

ment a new one for the 17% of studies falling under 

the scope of the CTR. It is obvious that such a situa-

tion will not facilitate competent ethical review. The 

feeling remains that the CTR has been written ne-

glecting the fact that there exists clinical research 

outside of what’s conducted on medicinal products. 

The issue of timelines of the CTR deserves 

special consideration. The CTR allows for the as-

sessment of a clinical study a period of 45 days 

(after a 10-day validation period). The reporting 

member state can request additional information 

(RFI) from the sponsor, who must respond within 

12 days, otherwise the application will lapse. The 

member states, in turn, have 12 days for review 

of the additional information and seven days for 

consolidation. Thus, the entire procedure of issu-

ing and handling a RFI is 31 days.

In  2011, under the Directive, the EC of MUV 

had performed an analysis of all RFIs handled in 

that year. The median times found to resolve an 

RFI were 59, 73 and 45 days for trials on medici-

nal products, medical devices and other studies, 

respectively. Based on these results, it is conceiv-

able to assume that under CTR a substantial num-

ber of applications will lapse.

The CTR represents an important step toward 

facilitating clinical research on medicines in the 

EU. However, there are some issues regarding 

ethical review. The wording of Article 4 is not 

acceptable; ethical review of the study protocol 

must be mandatory. And the imposed timelines 

represent a formidable challenge for maintaining 

the current standard of ethical review.

T
o get a feeling of how much emphasis is put on ethical review in the Regulation 

(EU) 536/2014 (CTR), a simple comparison was performed with the current legal 

document regulating clinical trials, known as the Directive 2001/20/EC (CTD). 

Searching for the character string “e t h i c” results in 62 hits on 19 pages of the CTD, 

whereas in the CTR the result is 18 hits on 76 pages (a drop from 3.26 hits per page to 

0.24). This finding may indicate that ethics committees (ECs) were not among the most 

prominent concerns when the Regulation was written.

Ethics Under the Clinical Trials Regulation 

The feeling remains 

that the CTR has been 

written neglecting the 

fact that there exists 

clinical research outside 

of what’s conducted on 

medicinal products. 

Ernst A. Singer, MD 

Professor of Pharmacology 

Ethics Committee, the Medical 

University of Vienna
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